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PRESIDENTIAL ADDRESS TO THE 


BRITISH MEDICAL ASSOCIATION ON WEDNESDAY, 


OCTOBER 28, 1959, 


BY H.R.H. THE PRINCE PHILIP, DUKE OF EDINBURGH 


It was a great disappointment to me that I was 
unable to attend the Joint Meeting of the British 
Medical Association and the Canadian Medical 
Association in Edinburgh in July. I realize, of 
course, that the whole point of my being invited to 
become Joint President this year was so that I could 
preside at Edinburgh ; and, in fact, planning towards 
that end had been going on for some time. As you 
know, other arrangements had to be made. Although 
not ideal, they seemed to suit most people but left 
me with two presidential addresses, which is exactly 
like having mumps twice and all the risks of the 
possible complications. This one will not be on the 
same subject as the last one, because I hope you will 
take the last one as part of this one. 


The Toronto Meeting 
I can report that the meeting and my installation 


as President of the Canadian Medical Association in’ 


Toronto was a great occasion, and despite the things 
I said in my address there I’m glad to say that no one 
threw anything at me. May I add that I expect the 
same considerate treatment here. In Toronto I was 
able to say how much I appreciated the honour of 
being President of the Canadian Medical Association, 
and now here at this rather unusual meeting I would 


* like to say with all honesty that in my wildest dreams 


I never thought of myself as President of the British 
Medical Association, which makes it not just an 
honour but a most agreeable surprise. For a layman 
and an occasional patient to find himself in this 
exalted position is rather like a poacher finding 
himself guest of honour at a gamekeepers’ reunion. 
The sensation is pleasant enough, but there is a 
distinct feeling that one must tread with caution. 


The B.M.A., Freedom, and Democracy 

Though perhaps we don’t like to admit it, I have a 
feeling that there are several vestiges of our primitive 
existence still present in this modern age. For 
instance, I am not entirely convinced that the average 
person looks upon a doctor simply as a medical 
practitioner, whether general or specialist. I have a 
feeling that there is still, to a greater or lesser extent, 
a suspicion that doctors have some sort of special 


powers. This is probably quite a good thing in the 
purely medical sense, but when it is applied to the 
British Medical Association it can, I think, lead to 
the wrong conclusions. Different people will think 
different things about the British Medical Association. 
To me it is one of those things which entirely justify 
our idea of freedom and democracy: freedom because 
the essence of freedom is self-control as opposed to 
some form of outside direction, and democracy 
because the people who exercise the control are 
ordinary members of the profession. 

Consider for a moment the functions of the British 
Medical Association. In the first prospectus of the 
Provincial Medical and Surgical Association Item 5 
says, “ maintenance of the honour and respectability 
of the profession generally. . . .”. This means that 
it was recognized from the start that the profession 
was responsible for its own ethics, This is really the 
crux of any professional organization, and in the long 
run has probably done more to achieve that high 
standard of integrity which we all associate with the 
medical profession than anything else. 


B.M.A. as Watch-dog 

Secondly, the British Medical Association is the 
watch-dog over the interests, both professional and 
financial, of its members. From the very earliest 
days of the arguments about contract practice through 
the upheaval of the National Insurance Act and more 
recently the National Health Act, the Association has 
attempted to make known the feelings and wishes of 
its members. This is an unenviable task because the 
special circumstances of doctors in relation to these 
arguments were hardly appreciated by the general 
public. Very probably mistakes were made, but the 
constitution of the British Medical Association 
ensured that the opinions of its rank-and-file members 
were given an adequate hearing and the final shape 
of the legislation was quite obviously improved, or 
at least was made more tolerable for the medical 
profession, by reason of the energetic existence of the 
British Medical Association. This particular function 
of looking after members’ interests will always 


remain one of the most important reasons for the 
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existence of the British Medical Association. It may 
easily and frequently involve the Association in 
violent arguments, but that is not in the least 
dishonourable so long as it always has the true 
interests of the medical service of this country at 
heart. In any case, no one has ever claimed that the 
democratic process produces the right answer. It 
only claims to produce an answer acceptable to most 
people. 
Publication and the “ Journal ” 

The most severely practical function of the B.M.A.., 
and the one least likely to cause controversy, at 
least outside the world of medicine, is the collection 
and publication of reports and researches into all 
kinds of medical matters both general and scientific 
and the discussion of these matters at general and 
scientific meetings. In this field the British Medical 
Association has achieved a number of notable 
successes. There are many too many to mention, but 
perhaps the most famous was the exposure of quack 
cures which started in the Journal in 1841 and which 
formed the subject of two books called Secret 
Remedies—What They Cost and What They Contain 
and More Secret Remedies, published in 1909 and 
1912. I think there is reason to publish another one, 
“The T.V. Advertising Viewer’s Guide.” 

One of the most interesting reports from my point 
of view appeared in 1936, which drew attention to 
the importance of physical fitness as a factor in the 
nation’s health. This showed that 79% of the 
population between 14 and 40 took no regular 
physical exercise. The report gave rise to the 
National Fitness Council, but the war prevented any 
further action. The B.M.A. might easily have 
taken the line that its business was entirely 
with matters directly affecting medicine. In fact, it 
has had the foresight and temerity to look into any 
question which remotely affects the health of the 
individual. This is the democratic process on a 
larger scale, the public exposure of wrongs and 
abuses and the remedies brought about by the 
pressure of informed public opinion. This is a 
function which is absolutely essential in a free 
community which attempts to run its affairs by 
co-operation rather than by dictation. 

I have spoken about the B.M.A. in relation to 
freedom and democracy because I think it is a good 
thing to remember occasionally that the terms 
freedom and democracy are not simply abstract 
ideas but the result of highly practical organization. 
In the same way we hear a lot about human and 
international co-operation. Taken as a_ term, 
“ international co-operation ” provokes either cynical 
indifference or a kind of religious mania. Here again 
the B.M.A. has shown that co-operation both by 
individuals and by nations for a particular objective 


PRESIDENTIAL ADDRESS 
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is both practical and successful. Individual members 
obviously derive much benefit from either 
attendance at or reading reports of the various 
general and scientific meetings, while the columns of 
the British Medical Journal ate open to every shade 
of opinion. The effect is to bind together the 
members into a close fraternity of people who know 
what they want to do and are constantly trying to 
find better ways to do it. 


International Co-operation in Medicine 
Not content with devising an effective system of 
co-operation for members of the medical profession 
in the British Isles, the B.M.A. went on to establish 
the Commonwealth Medical Conference and was also 
instrumental in founding the World Medical 


Association. These organizations are obviously 
important for medical men the world over, but 
they have a deeper significance. International 


co-operation really works only if it is based on a 
number of obvious and concrete factors. Some 
people may believe that international co-operation 
and therefore goodwill can be achieved by some 
supranational all-embracing agency. This may 
happen ultimately, but in the meantime it seems to 
me that the best chance of achieving some kind of 
universal understanding is for all similar professional 
organizations throughout the world to fashion the 
closest relations between each other. In this way 
general international understanding will grow out of 
the particular co-operation of the many different 
national and international professional organizations. 
In this the medical profession has led the way and 
there is a real chance that the World Medical 
Association will develop an influence and a prestige 
similar to that which the British Medical Association 
has achieved in these islands. 


From all I have said I think you will appreciate 
the admiration and approval which I feel for this 
Association. I am sufficiently ambitious to wish that 
I could do something, however small, to advance 
your interests, but I’m also sufficiently a realist to 
know that the B.M.A. will go on performing its 
functions more or less satisfactorily without any 
interference from me. At any rate, I have every 
confidence that my deputy, Sir Arthur Thomson, will 
perform al! my duties to your entire satisfaction. I 
am most grateful to him for this, particularly as he 
has had a hard and exhausting year in your service 
already. You have done me a very great honour in 
inviting me to be your president, and for my part 
I wish the medical profession increasing success in 
their work and a happy and rewarding life. I realize 
that both my deputies are here now, Dr. Kirk Lyon 
and Sir Arthur Thomson, so between us we really 
cover the water front ! 
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FURTHER EXPERIENCE WITH ORAL 
THERAPY IN DIABETES 


BY 


K. L. GRANVILLE-GROSSMAN, M.B., M.R.C.P. 
Medical Registrar 


S. CRAWFURD,* M.B., B.S. 
Research Assistant 


MARY F. CROWLEY, B.Sc. 


Principal Biochemist 
AND 


ARNOLD BLOOM, M.D., M.R.C.P. 
Physician 
Whittington Hospital, London 


Tolbutamide has proved to be a successful hypo- 
glycaemic agent in many diabetic patients. It is well 
tolerated and safe, and it does not lead to severe hypo- 
glycaemic symptoms. Nevertheless, it suffers from two 
disadvantages. First, its effective action is short-lived 
(Stowers et al., 1958), and so it has to be given twice 
daily. Second, it is successful mainly in patients with 
mild diabetes with onset at maturity (Marble, 1958). 
Hence there is a need for compounds which are effective 
in a wider range of diabetics and with a more 
prolonged action. Short-term trials of a new oral 
hypoglycaemic agent can determine in what type of 
diabetic the agent is successful, its length of action, and 
whether it is well tolerated. Long-term trials are 
necessary before the possibility of toxic effects can be 
eliminated with confidence. Carbutamide proved to be 


a well-tolerated aud effective oral hypoglycaemic agent, . 


but it had been in use for over a year in Germany 


'. Carbutamide 
1-butyl-3-sulphonylurea 
H.N-€ _-S0,-NH-CO-NH-GiH, 
hy, 
II. Tolbutamide 
1-butyl-3-p-tolylsuiphonylurea 


cu-< _S-S0,-NH-CO-NH-C.H, 


III. Chlorpropamide 
1-propyl-3-p-chlorbenzenesulphonylurea 


ct _Ss0,-NH-CO-NH-GH, 


IV. Metahexamide 
1-cyclohexyl-3-m-amino-p-tolylsulphonylurea 


CH,-¢ S-SO,-NH-CO-NH- 
NH, 


V. Phenethyldiguanide 
N-beta-phenethyl formamidinyl iminourea 


NH NH 


I I 
€_S-cuy-cu,-NH-C-NH-CNH, 


VI. Dimethyldiguanide 
N.N.-dimethylguanylguanidine 
NH NH 


\| 
(CH;)2.N-C-NH-C-NH, 
_ "In receipt of a grant from the Medical Research Committee, 
North-west Metropolitan Regional Hospital Board. 


before reports of toxic effects on the blood began to 
appear (Duncan et al., 1956; British Medica! Journal, 
1956). 

This paper describes trials of three more oral hypo- 
glycaemic agents. Two of these, chlorpropamide and 
metahexamide, belong to the same group of compounds 
as tolbutamide—namely, the sulphonylureas (see 
formulae I-IV). The other compound investigated, 
dimethyldiguanide (formula V), belongs to the diguanide 
group of compounds, of which phenethyldiguanide 
(formula VI) has previously been investigated (Hall 
et al., 1958). Metahexamide and dimethyldiguanide 
have been the subject of short-term trials, while 
chlorpropamide has been used for longer periods. 
These compounds have been compared with 
tolbutamide. 

Metahexamide 
Material and Methods 

30 diabetic patients (10 male, 20 female) were 
admitted to the ward for treatment with metahexamide. 
Their ages ranged from 34 to 89 years, average 67. The 
weights of 29 lay in the 5-95 centile range (Kemsley, 
1952); one patient was heavier than 95% of her com- 
peers. Nine patients were newly diagnosed, seven 
others had relapsed after a successful period of control 
by diet alone, and the remaining 14 had been treated at 
some time previously by either insulin or tolbutamide. 
Patients with severe diabetes—that is those who were 
young, underweight, and had a tendency to acetonuria 
—were excluded from the trial. Those with mild 
diabetes who responded to dietary restriction were 
likewise not included. All patients were managed by 
diet alone for an initial period of at least two weeks 
(the last week as an in-patient), and metahexamide was 
introduced only when glycosuria and hyperglycaemia 
failed to diminish. 

The calorific value of the diet was arrived at by 
consideration of the patient’s height, weight, sex, age, 
and activity, and varied from 1,500 calories (150 g. of 
carbohydrate, 65 g. of protein, and 70 g. of fat) to 2,200 
calories (232 g. of carbohydrate, 82 g. of protein, and 
105 g. of fat) a day. This diet was sometimes increased 
when a Satisfactory response to metahexamide was 
obtained. Preprandial venous blood-sugar levels were 
estimated in all patients at noon (method of Hagedorn 
and Jensen) during the last seven days of dietary 
restriction and during the first seven days of treatment 
with metahexamide. In 16 patients blood for sugar 
estimations was also taken while fasting at 8 a.m. and 
before supper at 6 p.m. on alternate days throughout 
the control period and the first week of treatment. The 
urine of all patients was tested four-hourly during the 
day for sugar content and for acetone. 


Metahexamide was given at 8 a.m. daily before 
breakfast after the specimen for fasting blood-sugar 
estimation had been taken, in an initial dose of 300 
mg., the dose being reduced to 200 or 100 mg. after a 
few days if a satisfactory hypoglycaemic response was 
obtained. 

Liver-function tests, white blood count, haemoglobin 
estimation, and blood-film examination were done 
before treatment with metahexamide and six weeks 
later. 


Results 
In 20 patients the diabetes was well controlled by an 
initial dose of 300 mg. daily, later reduced to 50 to 
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200 mg. metahexamide daily. On this dose the blood- 
sugar levels remained within the normal range and the 
urine became virtually free of sugar. The hypo- 
glycaemic effect on 10 patients was not sufficient to 
control their diabetes. Five of these were subsequently 
stabilized on insulin, one on chlorpropamide, three on 
phenethyldiguanide, one on a combination of chlor- 
propamide and phenethyldiguanide, and one on a 
combination of metahexamide and phenethyldiguanide 

Effect of Metahexamide on Blood-sugar Levels.— 
Fig. | shows the mean fall in noon blood-sugar levels 
produced by a week’s administration of metahexamide 
to 24 patients, some of whom showed little or no 
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blood-sugar levels (24 patients). Blood-sugar levels are expressed 
as a percentage of the mean pre-treatment level for each case. 
Each point is the mean value obtained from the number of 
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each point represent the standard error of each mean 
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hypoglycaemic response to the drug. The mean blood- 
sugar level tended to rise during the control period of 
dietary restriction. Administration of metahexamide 
led to a progressive fall in blood sugars. Fig. 2 shows 
the effect of metahexamide on the blood-sugar levels 
at 8 a.m., noon, and 6 p.m. in 16 patients. The blood- 
sugar levels during the week prior to treatment with 
metahexamide are compared with those after one week’s 
treatment. Some of the patients included showed little 
or no response to the drug. It can be seen that 
metahexamide has greatly reduced the blood-sugar levels 
throughout the 24 hours. 

Side-effects—No rashes, gastro-intestinal upset, or 
evidence of blood dyscrasia were observed after treat- 
ment with metahexamide, and no patient complained 
of symptoms referable to hypoglycaemia. One patient, 
who was treated with metahexamide subsequent to this 
trial, developed jaundice. 

The patient was a woman aged 67. Diabetes was 
diagnosed in 1955, since when she had been treated with 
30 to 40 units of insulin daily. She was admitted to the ward 
for reassessment of diabetes and tried on metahexamide, 
300 mg. daily. Response was only partly satisfactory and 
the drug was discontinued after 12 days on this dose. 
Insulin was then given with good response. Two days after 
discontinuation of metahexamide and while she was on 
insulin, mild jaundice was observed. Maximum serum 
bilirubin was 3.1 mg./100 ml., alkaline phosphate 24 units, 
thymol turbidity 4 units. Urine: bilirubin present, 
urobilinogen normal. Liver biopsy showed some cloudy 
swelling and trace of jaundice but no_ necrosis of 
parenchyma. Cholecystograms revealed normal §gall- 
bladder, and no gall-stones were seen. Her general 
condition appeared unaffected by the jaundice, which faded 
after several days. Serum bilirubin fell to 0.7 mg./100 ml. 


Chlorpropamide 
Material and Methods 

75 diabetic patients (49 female, 26 male) have been 
treated with chlorpropamide. Their ages ranged from 
38 to 86 years, average 65. The weights of 69 lay 
in the 5-95 centile range (Kemsley, 1952). Six patients 
were heavier than 95% of their compeers. 29 of the 
diabetics were newly diagnosed, 8 others had relapsed, 
having previously been well controlled on diet alone, 
and the remaining 38 had at some time been treated 
with either insulin or tolbutamide. Patients were 
selected as in the metahexamide trial. Those with mild 
diabetes who responded to dietary restriction were not 
included, nor were those with severe diabetes and a 
tendency to acetonuria. The patients were managed on 
dietary restriction alone for an initial period of at least 
two weeks, and chlorpropamide was introduced only 
when glycosuria and hyperglycaemia failed to diminish. 
Overweight patients were observed for a longer period 
and chlorpropamide was not used until they had lost 
weight. The diet was based on the patient's age, height, 
weight, sex, and activity as in the metahexamide trial 

Most of the patients received 500 mg. in one dose at 
8 a.m. daily, reducing to 200 mg. daily if a satisfactory 
hypoglycaemic response was obtained. In the early part 
of the trial a few patients received i g. a day initially 

Venous blood-sugar levels were estimated regularly 
both during the period of observation on diet alone and 
while chlorpropamide was administered. Liver-function 
tests, haemoglobin estimation, white blood-cell count, 
and blood-film examination were done before treatment 
with chlorpropamide and again six weeks later. 
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More detailed investigation was undertaken on 18 of 
the patients admitted to the ward. Blood-sugar levels 
it noon (before lunch) and at 6 p.m. (before supper), 
nd total 24-hour output of glucose in the urine, were 
‘stimated daily or on alternate days for the last five 
days of dietary treatment, and for the first seven days 
of treatment with chlorpropamide. 


Results 

Chlorpropamide was successful in controlling the 
diabetes of 50 patients. The blood sugar remained 
within normal limits while these patients were receiving 
the drug, and the urine became free from sugar for 
most of the day. In 20 patients the hypoglycaemic 
effect of chlorpropamide, though sometimes pro- 
nounced, was not sufficient to cause the blood-sugar 
level to fall to normal, and treatment with insulin 
or a diguanide was substituted. Chlorpropamide was 
discontinued in five cases before its effect on the 
diabetes could be determined with certainty because of 
intercurrent illness (three patients) or side-effects (in 
two patients, see below). 

Effect of Chlorpropamide on Blood-sugar Levels and 
Glycosuria.—Fig. 3 shows the fall in 6 p.m. blood-sugar 
levels produced by several days’ administration of 
chlorpropamide to 18 patients, some of whom showed 
little or no hypoglycaemic response. For each patient 
the mean pre-treatment 6 p.m. blood-sugar level was 
calculated and each value before and during treatment 
was expressed as a percentage of this. There was no 
significant change in the blood-sugar levels during the 
period of dietary restriction alone. Administration of 
chlorpropamide led to a progressive fall in the mean 
blood-sugar level. The noon blood-sugar levels similarly 
showed no change during the period of diet alone, and 
a progressive fall while chlorpropamide was given. The 
total 24-hour output of glucose in the urine reflected 
the blood-sugir levels ; there was no evidence of altered 
renal threshold. 
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FiG. 3.—Effect of a week's treatment with chlorpropamide on 

6 p.m, blood-sugar levels. Blood-sugar levels are expressed as a 

percentage of the mean pre-treatment level for each case. Each 

point is the mean value obtained from the number of diabetics 

Shown above each point. The horizontal lines bracketing each 
point represent the standard error of each mean. 


Side-effects.—In two cases a generalized rash sugges- 
tive of a sensitivity dermatitis developed during the first 
week of treatment on a dosage of 500 mg. daily. The 
rashes faded when the drug was discontinued. No 
evidence of blood dyscrasia or of disturbed liver 
function has been observed in any patient treated with 
chlorpropamide. No patient complained of any 
symptom attributable to hypoglycaemia. 

Comparison of Chlorpropamide with Other Hypo- 
glycaemic Agents.—Of the 20 patients who failed to 
respond adequately to chlorpropamide, 16 were 
stabilized on insulin, all requiring more than 20 units 
daily, and 11 requiring more than 30 units daily. Two 
patients were stabilized on a diguanide (one on 
dimethyldiguanide and one on phenethyldiguanide) and 
two on treatment with a sulphonylurea and phenethyl- 
diguanide given together. Four patients who had 
previously failed to respond to tolbutamide responded 
readily to chlorpropamide, and four patients who had 
responded previously to tolbutamide, but had relapsed 
when it was withdrawn, also responded readily to 
chlorpropamide. One patient who failed to respond 
to 300 mg. of metahexamide daily responded to 500 
mg. of chlorpropamide daily. 


Dimethyldiguanide 
Material and Methods 

Eight diabetic in-patients (seven female, one male) 
have been treated with dimethyldiguanide. Their ages 
ranged from 47 to 75 years, average 65. The weights of 
all lay in the 5-95 centile range (Kemsley, 1952). Two 
of the patients were newly diagnosed, one had relapsed 
while on diet, and the other five had had insulin, 
tolbutamide, or chlorpropamide previously. As before, 
patients were observed for a preliminary period on diet 
alone, and dimethyldiguanide was introduced only when 
glycosuria and hyperglycaemia failed to diminish. One 
patient had more severe diabetes with ketonuria on 
admission, and was treated after only two days of diet. 

As in the metahexamide and chlorpropamide trials the 
calorie value of the diet was individually prescribed for 
each patient and was kept constant throughout the 
dietary control period and the period of treatment with 
the drug. Preprandial venous blood-sugar levels were 
estimated at noon daily, and the urine was tested every 
four hours during the day for glucose concentration and 
acetone. Liver-function tests, haemoglobin estimation, 
white blood-cell count, blood-film examination, and 
blood-urea estimation were carried out in each patient 
before treatment and after six weeks. 

Dimethyldiguanide was given in a single dose of 3 g. 
daily after breakfast, the dose being reduced to 2 g. or 
1 g. daily if a satisfactory hypoglycaemic response was 
obtained. 

Results 

Seven of the eight patients had a satisfactory 
hypoglycaemic response to dimethyldiguanide. The 
blood-sugar levels became normal and_ glycosuria 
minimal on a dose of 1-3 g. daily. One patient had a 
hypoglycaemic response to the drug, but this was not 
sufficient for stabilization and phenethyldiguanide was 
substituted with good response. 

Side-effects—Five of the eight patients complained 
of nausea, vomiting, or diarrhoea while they were 
taking the drug. These symptoms necessitated stopping 
the administration of the drug to three patients though 
the diabetes was satisfactorily controlled. Mild nausea 
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and diarrhoea in two patients stopped when the dose was 
reduced. No rashes, evidence of blood dyscrasia, or 
disturbance of liver function has been observed in any 
patient, and no patient complained of any symptom 
attributable to hypoglycaemia. 


Biochemical Studies with Metahexamide 


Serum Metahexamide Levels.—The serum meta- 
hexamide levels (method of Bratton and Marshall (1939) 
for sulphonamides) of normal individuals and of diabetic 
patients after the administration of 300 mg. of 
metahexamide are shown in Table I. The drug is 
rapidly absorbed and peak levels are reached between 
two and four hours after ingestion. 

Half-life Studies.—The half-life of metahexamide— 
that is, the time taken for any given blood level to fall by 
50% —ranged from 5 to 16 hours, with a mean of 10 
hours in eight normal individuals ; and from 21 to 28 
hours, with a mean of 26 hours, in six diabetic patients, 
The half-life for each individual was calculated by 
plotting the serum metahexamide concentrations against 


Tape I.—Serum Metahexamide Levels After 300 mg. of Meta- 
hexamide by Mouth in Normal Individuals and in Diabetic 


Patients 
j Mean Serum Metahexamide (mg.'100 ml.) 
Hours after 300 mg. | (Range given in Parentheses after the Mean) 
Metahexamide | = 


Diabetic Patients 
(6 Subjects) 


By Mouth Normal Individuals | 
(8 Subjects) | 
} 
| 


2 3-6 (1-0-4-6) 2-8 (2-5-3-2) 

4 3-1 (2-1-3-8) 3-3 (2:2-3-9) 

8 2:4 (2-0-3-2) 

10 2:1 (1-2-2-9) 2-9 (17-38) 

12 1-8 (14-26) 

24 0-8 (0 2-1-6) 2-0 (11-25) 
Mean half-life in hours | 10 (5-16) 26 (21-28) 


time on a semi-log scale. In Fig. 4 the concentrations 
are expressed as percentages of the initial blood level in 
order to compare the half-lives of metahexamide in 
normal individuals and in diabetic patients. 

Distribution of Metahexamide in the Body.—By 
extrapolating the line representing the rate of decrease 
of serum metahexamide to zero time the theoretical 
initial concentration of metahexamide was obtained. 
From this figure the volume of fluid in which the dose 
of metahexamide was diluted was calculated and 
expressed as a percentage of the body weight. Values 
of from 9 to 24.5%, body weight were obtained (mean 
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Fig, 4.—Rate of disappearance of metahexamide from plasma 
of normal individuals and diabetic patients 


from 14 subjects=12.7%). These values correspond 
approximately to the percentage of body weight 
occupied by extracellular fluid. The amount of 
metahexamide present in red cells was calculated from 
estimations of whole-blood and plasma metahexamide 
and the haematocrit estimation. No metahexamide was 
found in the red cells in blood taken at two and four 
hours after metahexamide was given (five patients). At 
eight hours after, amounts varying from 0.07 to 0.2 
mg./100 ml. were found, and at 12 hours from 0 to 0.08 
mg./100 ml. These results would appear to indicate 
that metahexamide is restricted to the extracellular fluid. 

Investigation of Possible Cumulative Effect.—Because 
of the long half-life of the drug in diabetic patients, 
daily fasting levels of serum metahexamide were 
estimated in eight patients to see whether the drug 
accumulates in the blood after prolonged administration. 
Fig. 5 shows that when daily doses are given there is a 
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Fic. 5.—Mean fasting serum-metahexamide levels during the first 
week of treatment with the drug, and concurrent blood-sugar 
levels (eight patients). 


rise in serum metahexamide for the first four days, and 
thereafter the level becomes stabilized. Concurrent 
fasting blood-sugar estimations show a progressive fall 
in the blood-sugar level. 


Relapse Rate After Discontinuation of Chlorpropamide 


Patients who responded to chlorpropamide were 
maintained on this treatment for six weeks and were 
thereafter observed’ in diet alone. All patients were 
seen each week by the same observer at a special clinic 
and the blood sugar was estimated at each visit. They 
usually tested their own urine for sugar three times 
daily, the specimens examined being those passed before 
their main meals. Constant stress was placed on 
adherence to diet both while the patient was on 
chlorpropamide and thereafter. The dietitian was in 
regular attendance. Relapse was soon manifest by the 
appearance of glycosuria, and blood sugars were 
elevated to more than 200 mg. per 100 ml., the blood 
being taken an hour or two after a main meal. 

Of 44 patients observed for more than one month 
after a six-weeks course of chlorpropamide, 19 have so 
far relapsed while on diet alone, and chlorpropamide 
has been successfully reintroduced. So far, the remain- 
ing 25 are well controlled, either on the same or 
on a higher calorie diet than had previously been 
demonstrably ineffective in controlling their diabetes 
before the introduction of chlorpropamide. 

Fig. 6 shows the proportion of 44 patients w'o 
relapsed within one, two, three, six, and nine months 
after completing the six-weeks course of chlorpropamide 
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iwelve out of 20 (60%) of patients who had previously 
had insulin relapsed within nine months, compared with 
only seven out of 24 (28%) of patients who were newly 
liagnosed or to whom insulin had never been given. 
lhis difference in relapse rate after discontinuation of 
treatment is not peculiar to chlorpropamide. Fig. 7 
displays comparable experience with 80 patients treated 
with oral hypoglycaemic drugs other than chlorprop- 
amide. Here, too, the relapse rate was less in new 
patients than in those previously treated with insulin, 
though the follow-up has extended to two years. The 
upper line in Fig. 7 refers to the group of 40 patients 
who had been treated with insulin befcre the oral 
hypoglycaemic drug was introduced. Thirty-one patients 
in this group received tolbutamide, seven phenethyl- 
diguanide, and two dimethyldiguanide. The lower line 
refers to the 40 patients who were newly diagnosed or 
who had never received insulin before oral drug therapy. 
{hirty-four patients in this group received tolbutamide, 
four phenethyldiguanide, and two dimethyldiguanide. 
Glucose-tolerance tests before and after a six-weeks 
course of chlorpropamide were done on 11 patients 
taken at random. In all cases the second glucose- 
tolerance test was performed while the patients were wel! 
controlled by dietary restriction, at times varying from 
1 few weeks to several months after the course of 
chlorpropamide. Fig. 8 shows that all the blood-sugar 
levels of the glucose-tolerance test have fallen after 
chlerpropamide, but that the curve is still abnormal 


Combined Treatment 
[ii nine patients whose treatment with chlorpropamide 
or metahexamide failed to lead to a useful hypoglycaemic 
response, phenethyldiguanide was tried at a starting dose 
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Fig. 6.—Relapse rate after completion of a six-weeks course of 
chlorpropamide. The upper line refers to 20 patients who, prior 
to treatment with chlorpropamide, had had insulin at some time 
Each point on it represents the percentage of patients who had 
relapsed up to the time indicated. The lower line refers to 24 
patients who had been treated unsuccessfully by dict only before 
treatment with chlorpropamide. Each point on it represents the 
percentage of patients who had relapsed up to the time indicated 
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Fic. 7.—Relapse rate after completion of a six-weeks course of 
an oral hypoglycaemic agent other than chlorpropamide (see text) 
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of 150 mg. daily. Three of these patients responded to 
this drug on its own. In the remaining six a 
combination of chlorpropamide or metahexamide with 
phenethyldiguanide was then tried. Three of these 
responded to such a combination, having failed to 
respond adequately to either drug of the combination 
when given separately. The following case is illustrative. 
Diabetes was 
she has been 


The patient was a woman aged 49. 
diagnosed in August, 1952, since when 
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Effect of oral hypoglycaemic agents on midday hlood- 
sugar levels of a woman aged 49. 


Fig. 9. 
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treated with 20 units of insulin daily and a_ 1,800- 
calorie diet. She was well controlled until January, 
1959, when heavy glycosuria and acetonuria developed. 
She was admitted to the ward for stabilization, and was 
there controlled by approximately 60 units of insulin daily 
in divided doses. Fig. 9 shows the midday blood-sugar 
levels throughout her stay in hospital. Insulin was stopped 
on the ninth day. The effect, in turn, of metahexamide 
300 mg. daily, of chlorpropamide 500 mg. daily, and 
of phenethyldiguanide 150 mg. daily was tried. She failed 
to show a satisfactory hypoglycaemic response until 
a combination. of metahexamide 300 mg. and 
phenethyldiguanide 150 mg. daily was given. She was 
discharged home taking metahexamide 150 mg. daily and 
phenethyldiguanide 100 mg. daily, and her diabetes remained 
well controlled. Weekly mid-afternoon blood-sugar levels 
were satisfactory (102, 222, 141, and 150 mg./100 ml). At 
this time she ran out of tablets for five days and the blood 
sugar was 355 mg. at her next attendance. Her urine 
contained acetone and more than 2% sugar. A week after 
recommencing treatment with metahexamide and 
phenethyldiguanide the blood-sugar level had fallen to 
150 mg./100 ml. and the urine was free from sugar and 


icetone. 


Discussion 

Metahexamide appears to be a well-tolerated and 
effective hypoglycaemic agent when given by mouth to 
patients with mild diabetes As with tolbutamide, it 
will not control diabetes in young patients or severe 
cases, and its use is best confined to the maturity-onset 
diabetic who is not controlled by simple dietary 
restriction and whose insulin requirements are not more 
than about 30 units daily. In conjunction with diet the 
starting dose of 300 mg. daily can be reduced to 200 or 
100 mg. daily. One patient developed transient jaundice 
of the obstructive type, and, though no other toxic 
effects were observed in this short-term trial, clearly 
long and much wider experience will be necessary before 
its safety can be vouchsafed. The only apparent 
advantage over tolbutamide is that it has a longer- 
sustained action and offers effective control in 
susceptible patients when given’ once daily. The mean 
half-life of metahexamide in diabetics has been shown 
to be approximately 26 hours, whereas that of 
tolbutamide is only 3.5 hours (range 2 to 5 hours) as 
calculated from previous results on seven patients 
(Crowley et al., 1957). Effective blood levels have been 
obtained with 200 mg. of metahexamide as against 2 g. 
of tolbutamide. 

In estimating half-life values for metahexamide an 
unexpected finding was that the drug disappeared more 
rapidly from the plasma of normal individuals than 
from the plasma of diabetic subjects. This could be due 
to a difference in the metabolism of the drug in the 
body or in its excretion by the kidney. No significant 
impairment of kidney function in the diabetics could 
be demonstrated by the usual methods, but this would 
not preclude changes in the renal transport mechanism. 
Stowers ef al. (1958) demonstrated that probenecid, 
which affects tubular transport mechanisms, slowed the 
rate of disappearance of tolbutamide from the blood, 
and that salicylates had a similar effect on chlorprop- 
amide blood levels (Stowers ef al., 1959). There appears 
to be no difference in the half-life of tolbutamide in 
normal and diabetic subjects, the mean value of 3.5 
hours being identical with that obtained by Stowers 
(1958) in six normal individuals. Knauff et al. (1959) 
found no difference in the half-life of chlorpropamide 
between two diabetic and two normal subjects. 
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Chlorpropamide is another effective hypoglycaemic 
agent that is well tolerated when given by mouth. Five 
hundred mg. appears to be a suitable initial dose, and 
this can be reduced to a maintenance level of 200 mg 
daily. As with metahexamide, its action is sufficiently 
prolonged to enable it to be given once a day, its half- 
life being 34.5 hours (Stowers ef al., 1959). At the 
dose levels stated chlorpropamide has a wider range ol 
action than tolbutamide and probably metahexamide. 
Chlorpropamide was effective in four patients in whom 
tolbutamide had been ineffective, and in one in whom 
metahexamide had been unsuccessfully given. Chior- 
propamide appears to be a more potent hypoglycaemic 
agent than tolbutamide (West and McCampbell, 1958 : 
Stowers et al., 1959 ; Tornow et al., 1959) and may give 
rise to sweating, palpitations, and mental confusion due 
to hypoglycaemia (Tornow er al., 1959). To offset this 
advantage of greater effectiveness, drug rashes were 
recorded in two patients in this series following 
chlorpropamide. Obstructive jaundice similar to that 
seen with chlorpromazine (Andersson, 1958 ; Hadley, 
et al., 1959), gastro-intestinal disturbances (Sugar er ail., 
1958), and vertigo (Walker, 1958) have also been reported, 
but in many of these cases the dose has been more than 
500 mg. daily, and the reactions have subsided when 
chlorpropamide has been discontinued. No toxic effects 
on liver or blood have been observed in this series, either 
in in-patients or in out-patients. Chlorpropamide has 
now been used quite widely (Murray et al., 1958 . Drury, 
1958; O'Driscoll, 1958: Smith and Dube. 1958; 
Andersson, 1958; Tornow et al., 1959) and no serious 
toxic effects have been so far reported. 

Dimethyldiguanide was administered at an initial dose 
of 3 g. daily, reducing to 2 or 1 g. in responsive diabetics 
As with phenethyldiguanide, it appeared to be a more 
effective hypoglycaemic agent than the sulphonylureas 
(Hall ef al., 1958), but unhappily is not well tolerated, 
giving rise to nausea, vomiting, or diarrhoea at the 
dosage stated. This clearly limits its value when given 
on its own, and it seems to offer no advantage over 
phenethyldiguanide. 

Table II outlines the clinical use of chlorpropamide, 
metahexamide, and dimethyldiguanide, and compares 
them with carbutamide, tolbutamide, and phenethyldi- 
guanide. , 

Though the mode of action of the oral hypoglycaemic 
agents is still uncertain there appears to be a difference 
between the action of the diguanides and that of the 
sulphonylureas. In contrast to the sulphonylureas the 
diguanides will reduce the blood sugar of alloxan- 
diabetic animals (Ungar ef al., 1957), possibly by 


Taste I1.—Oral Hypoglycaemic Agents 
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promoting anaerobic glycolysis (Williams ef al., 1957). 
Hence there would seem to be reason in trying a 
combination of a sulphonylurea and a diguanide in 
patients who have failed to respond to the drugs when 
given singly. In fact, three patients in the present series 
responded to such a combination, having failed to 
respond adequately to either drug of the combination 
when given separately. 

As in trials with tolbutamide (Crowley er al., 1957), 
chlorpropamide was administered only to diabetics who 
had failed to respond to dietary restriction alone, and 
in responsive patients the drug was given for six weeks 
and then discontinued. In newly diagnosed cases in 
particular, relapse did not often occur when therapy 
was withdrawn, the patients remaining well controlled 
on simple dietary restrictions for the periods under 
observation. Similar observations have been made in 
some new diabetics treated with insulin (Bloom, 1959). 
[he advantage of a short-term course of tablets followed 
by observation is that patients are not kept unnecessarily 
on the drug and more stress can be placed on the 
importance of diet. Patients who relapse when oral 
therapy is discontinued remain responsive to it when 
it is reintroduced (Crowley et al., 1957). 

Glucose-tolerance tests done at various times after 
discontinuation of chlorpropamide showed a marked 
fall at all points on the curve as compared with those 
before chlorpropamide. The fall in the blood-sugar 
level from the peak at one hour to that at two and a 
half hours after ingestion of 100 g. of glucose suggests 
an insulin effect (Fraser et al., 1941). This fall is much 
more pronounced after treatment with chlorpropamide, 
and it is possible, therefore, that the clinical remission 
was a result of an improved supply of endogenous 
insulin. 


Finally, it should be stressed that oral hypoglycaemic © 


therapy should be considered only in diabetic patients 
who have failed to respond to a reasonable diabetic diet. 


Summary 


Metahexamide is a well-tolerated hypoglycaemic 
agent, effective in mild diabetics with onset at maturity. 
Its action is more sustained than that of tolbutamide, so 
it can be administered once daily. Jaundice was 
observed in one patient after treatment with the drug. 

Chlorpropamide is a more effective oral hypo- 
glycaemic agent than tolbutamide, and need be given 
only once a day. It is well tolerated, but occasionally 
gives rise to sensitivity reactions. 

Dimethyldiguanide is an_ effective hypoglycaemic 
agent but is not well tolerated by mouth. 

Half-life studies on metahexamide show that the drug 
disappears from the plasma more rapidly in normal 
individuals than in diabetic patients. 

Many diabetics, particularly new omnes, remain 
controlled by simple dietary restriction alone after a 
six-weeks course of oral therapy, though the length of 
remission is variable. 

Three diabetic patients who failed to respond either to 
a sulphonylurea derivative or to phenethyldiguanide 
when administered separately were stabilized on a 
combination of the two. 
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The success in the metropolitan hospital world of the 
King Edward’s Hospital Fund for London has been due at 
least in part, as the Fund’s Annual Report for 1958 points 
out, to “its financial capacity for sustained effort.” This 
desirable state of affairs is reflected in the steady increase 
in the volume of direct and indirect assistance it has given, 
assistance which accounted for £427,534 out of the year’s 
income of £430,127. Many of its grants are major ones, 
and devoted to such well-known and long-term projects as 
the Emergency Bed Service, the Hospital Personal Aid 
Service for the Elderly, the Division of Hospital Facilities, 
the Division of Nursing with its staff colleges, the Hospital 
Administrative Staff College, and Hospital Catering services. 
The Fund, however, gives many small sums to hospitals, 
which attract little attention, but may yet make a consider- 
able difference to the day-to-day life of both patients and 
staff. Anyone who has tried to lift a 17-stone patient, for 
example, will appreciate the value of the £575 which has 
been spent on buying six lifting devices for the handling of 
heavy inert patients. The equipment has been loaned to 
various hospitals, who will report on it after a year’s trial, 
a sufficiently long period of time, the Fund feels, for 
difficulties to become known, so that “reports shall not be 
tinctured with the first enthusiasm for a new toy.” A 
further experimental grant has been made to the “ Dread- 
nought ” Seamen’s Hospital to enable it to set up and study a 
system it has devised itself for dealing with that hospital 
bugbear, foul linen. In making such grants, as in its major 
contributions, the King’s Fund continues to show an 
awareness of contemporaiy hospital needs that is both 
sensitive and practical. 
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Though many classifications of the subject exist, mental 
deficiency may conveniently be considered in two groups 
—minor (high-grade) and severe (low-grade) mental 
defect. This simple division corresponds, though not 
exactly, with that proposed by Lewis (1933) and 
restated by Bourne (1957). Lewis regarded some 
cases of mental defect as pathological and some as 
subcultural. The subcultural cases coincide mainly with 
those of minor degrees of intellectual defect. This 
thesis, as presented by Penrose (1954a), assumes that 
some defectives are such because of pathological lesions, 
and others because of biological variation. In fact, if 
the biological variation is of such a degree as to produce 
seriously impaired intelligence, which does not permit 
the individual to cope with his environment, then the 
condition must be regarded as pathological. Similarly, 
it seems reasonable to suppose that many of the 
pathological lesions responsible for cases of mental 
defect are one of the means whereby biological 
variation operates. 

There is no agreed definition of what constitutes 
high-grade, or minor, mental defect. Definitions based 
on intelligence quotient are of little value, as the 
Scottish Council for Research in Education (1949) 
showed that 3% of the population score less than an 
1.Q. of 70 on a standard test, equivalent to one and a 
half millions in a population of fifty millions. 
Definitions based on legal recognition or ascertainment 
as mental defectives are of even less value, as O'Connor 
and Tizard (1956) have shown that the average I.Q. of 
the feeble-minded admitted to mental deficiency 
institutions is in the region of 70. It seems clear that 
psychological, educational, and social factors operate in 
a much more direct manner in producing the problem 
of minor mental defect. None the less, it should not 
be assumed that gross. pathological lesions are 
encountered only in idiots and imbeciles and that they 
are not responsible for numerous cases of minor mental 
defect. In fact, all the diseases and factors operating 
in the production of gross mental deficiency may 
operate in a “ diluted” form to produce minor degrees 
of mental defect. We will quote some examples of this 
process before going on to the main theme. 


High-grade (Minor) Mental Defect Associated with 
Distinct Syndromes 


A case of phenylketonuria with intelligence within 
the normal range was reported by Cowie (1951). The 
intelligence quotient varied from 76 to 97 on different 
tests. This boy went to a special school, and now, at 
the age of 16 years, scores 94 on the Terman—Merrill 
scale and is expected to take up a skilled trade. The 
excretion of phenylpyruvic acid in the urine, the blood 
level of phenylalanine, and the excretion of 5-hydroxy- 


*Based on material prepared for a lecture delivered to 
Birmingham Medical Institute on May 13, 1958. 


indole-acetic acid, whilst being in the lower range of the 
phenylketonuric distribution, are very much higher than 
normal (Cowie and Brandon, 1958). Phenylketonuria is 
usually ascribed to a single recessive genetic factor, but 
it is obvious from the wide spread of intelligence among 
different cases, varying from extreme idiocy to the 
normal range, that modifying factors must be taken into 
consideration. These modifying factors may be genetic 
or environmental and may either enhance or partially 
suppress the ill effect of the specific factor for 
phenylketonuria. 

Wright and Tarjan (1957), in a survey, found that 
three subjects, or 1% of all those considered, had an 
intelligence quotient above 70. Coates et al. (1957) 
report the case of a child with phenylketonuria with an 
intelligence quotient of 103. Serotonin levels in this 
case were within the normal range, thus adding 
force to the suggestion made by Pare et al. (1957) 
that it is the low level of this compound in the disease 
which is critical for mental capacity. If the claims 
made by Woolf et al. (1958) and by many other workers 
regarding the value of a low phenylalanine diet 
in phenylketonuria are substantiated, this will 
demonstrate the importance of environmental factors 
in the modification of the disease. The importance of 
the cultural factor in mental retardation of all types is 
illustrated by the fact that in Cowie’s case the 
Terman-Merrill quotient on first testing was 52, 
gradually rising in the circumstances of the special 
school to 94 over a period of nine years. 


Phenylketonuria may be taken as an example of a 
genetically determined form of specific defect, the effect 
of which on mentality may range from idiocy to 
average intelligence. Damage due to rhesus blood- 
group incompatibility illustrates a similar phenomenon 
produced by an environmental factor. One of our 
series of 44 children, initially regarded as mentally 
defective and subsequently found to be educable 
(Craib and Woodward, 1958), was suffering from the 
after-effects of kernicterus. He did not have the 
advantage of exchange transfusion, this technique not 
having been developed at the time of his birth, and was 
markedly ataxic and deaf. His intelligence quotient on 
the Drever-Collins scale was 61, and he was transferred 
to a school for the deaf, where he did well. 


Again, when an attempt was made to assess nine cases 
of kernicterus (Crome et al., 1955) on whichever formal 
test seemed most appropriate, the result was the 
following quotients: 7, 8, 8, 15, 27, 33, 34, 61, 64. This 
series of I.Q:s is artificially cut short by the fact that the 
nine patients were all ascertained defectives and could 
be supplemented and continued into the normal range 
by consideration of lesser degrees of post-kernicteric 
disability. Gerver and Day (1950) found that. on 
average, a group of children who had apparently 
recovered completely after icterus gravis neonatorum 
were a little less intelligent than their unaffected siblings. 
Kernicterus also provides a good example of the effect 
of an appropriate environment, with special training 
for deafness and athetosis, in modifying the degree of 
disability. 


As further illustrations of this phenomenon of 
“shading off” of the effects of specific pathological 
lesions into the general community, two other conditions 
will be mentioned—tuberous sclerosis and_ the 
Sturge-Weber syndrome. Tuberous sclerosis (in its 
fully developed form) is a well-recognized cause of gross 
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mental defect. It is also well known that minor forms 
of the condition occur. Most cases are attributed to 
new mutations, but some are thought to be transmitted 
directly through individuals having the minor forms. 
Of 13 cases at the Fountain Hospital, 11 showed no 
record of any other member of the family being affected. 
The mothers of the remaining two patients had a minor 
form of the disease. Both mothers showed the facial 
rash of adenoma sebaceum, and one of them had an 
epileptic cousin and a father who died of a brain 
tumour. She was a laboratory assistant in a paint 
factory prior to her marriage and cared for her home 
and children very adequately. The other affected mother 
was in a backward class in an ordinary school and was 
semi-literate: she did canteen work and successfully 
nianaged her home. These two parents were at no time 
regarded as mentally defective, and were accepted as 
ordinary members of the community. 

In the Sturge-Weber syndrome a facial naevus is 
associated with angiomatous malformation of the 
meninges of unknown origin. In its fully developed 
form gross mental defect results, but one of us (B.H.K.) 
saw the case of a cook with the facial naevus and 
epilepsy who had a minor form of the syndrome, which 
did not prevent her being successful at her profession 
and acquiring a diploma. Such minor cases of this 
syndrome are well known. 

It is impossible at present to make any accurate 
assessment of the extent to which such diluted 
pathological factors are responsible for educational 
subnormality, though it seems certain that in many 
instances the social milieu and educational opportunity 
are factors of greater importance. Even in gross defect 
it is possible to make a precise diagnosis of the nature 
of the disease process in only a minority of cases. In 
these less severe cases the problem is even more difficult.- 
fhe following brief survey of clinical and necropsy 
findings in educational subnormal children may throw 
some light on the incidence of overt pathology in this 
group. 


Clinical and Necropsy Findings in Educationally 
Subnormal Children 


Clinical Findings 

The clinical findings in Craib and Woodward's series 
of 44 educationally subnormal children are set out in 
Table I. Although at one time all were looked upon as 
mentally defective, these children were subsequently 
accepted into school for education: their formal 
intelligence quotients ranged from 49 to 102. These 
findings stress the importance of gross clinical and 
physical factors in the production of mental retardation 
of this degree. Eight children had a clinically diagnosed 
syndrome, which was in itself sufficient to account for 
the backwardness. Another eight had findings strongly 
suggestive of an encephalopathy. In 14 cases defects of 
hearing or vision seemed to be contributory factors, 


Taste [.—Clinical Findings in 44 Educationally Subnormal 
Children 


Group A. With clinical diagnosis, 8 (meningococcal meningitis, 1; tuber- 
culous meningitis, 1; meningovascular syphilis, 1; maternal rubella, F- 
rhesus incompatibility, 1; microcephaly, 1; *'subthyroid,” us schizo- 
phrenia, 1). 

Group B. With evidence of encephalopathy, 8 (cerebral palsy: ataxia, 1; 
epilepsy, 3; infantile convulsions, 3: slight hydrocephalus, 1) 


Croup C. With sensory defect, 14 (blind, 8 (corneal opacity, 1; cataract, 2; 
vitreous opacity, 1; choroiditis, |; optic atrophy, 2; colotoma, 1), 
deaf, 6). 


Group D. With somatic defect, 2 (cleft-palate, 1; double thumbs, !). 
Group E.’ Without clinical diagnosis or gross physical signs, 12. 


while two others had somatic evidence of embryopathy. 
Each child appears only once in the table, though many 
of them had more than one clinical finding. Thus 32 
of the 44 children (73%) had some evidence of clinical 
abnormality which could account, at least partially, for 
the degree of mental retardation. Experience of 
necropsy findings in comparable cases suggests that this 
clinical evidence underestimates the true incidence of 
brain lesions. It is not, however, intended to convey 
the impression that the degree of backwardness is solely 
dependent on such physical factors as brain morphology 
or to underestimate the very great part played in this 
matter by social circumstances. Some indication of the 
importance of education in this group was provided by 
a study undertaken by one of us (Kirman, 1958). Craib 
and Woodward’s study showed in particular that, in 
their group, social circumstances were more important 
than low intelligence per se in determining successful 
social adaptation. 


Necropsy Findings 

It is natural to turn to post-mortem studies for a 
better understanding of the role of physical factors in 
producing educational subnormality. However, the 
expectation of life in this group is relatively good and 
therefore anatomical studies are few. Crome (1957) 
found that of 200 brains of mental defectives which he 
studied, only three approached the normal, but most of 
the 200 were from idiots and imbeciles. The findings 
in 12 cases above the imbecile range are shown in 
Table II (Crome, to be published). 


TaBce II 
Mongolism . 1 | Ventricular dilatation, marked 1 
Laurence-Moon-Bied! sy ndrome 1 os erate 1 
Hydrocephalus bts Smail corpus callosum? ... 1 
Microcephaly, — i 1 Dysgenesis ? . 1 
Astrocytoma ; ; 1 Nothing abnormal found 3 


In concluding these observations on the upper ranges 
of mental subnormality, it is worth re-emphasizing that, 
perhaps particularly at this level, the development of 
the individual is a product of his structure and 
physiology on the one hand, and of his environment on 
the other, and that neither should be viewed in isolation. 


Aetiology of Low-grade (Severe) Mental Defect 


As mentioned above, it is possible in nearly all idiots 
and imbeciles to find changes in the brainafter death. In 
addition, marked disturbance of function may occur, 
as in phenylketonuria, with very little obvious brain 
abnormality. Clinically, however, evidence of 
encephalopathy is not so readily available, hence the 
numerous attempts which have been made to divide off 
a “non-pathological” or “residual” or “ garden” 
group of defectives. With improvement of diagnostic 
facilities, recognition of fresh syndromes and other 
developments, this residual group tends to become 
smaller. Table III illustrates the problem by reference 
to 200 consecutive admissions to the Fountain Hospital, 
mainly idiot and imbecile children under the age of 5 
years. 


It will be seen that even if cases in which the 
aetiology is known (Group A) are added to those in 
which it is reasonably certain (Group B), only 13.5° 
of the total are accounted for. The factors mentioned 
in Group C are much more difficult to assess—namely. 
birth trauma, a family history of neuropsychiatric 
abnormality, and a clinical diagnosis of mongolism or 
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Tasce Ill tetiological Factors in 200 Consecutive Admissions 
Group A: Due to known factor 19 (95% 
I Environmental 
Kernicterus due to rhesus incompatibility 6 
os oft prematurity ! 
Meningitis, tuberculous 4 
° influenzal 1 
Pertussis immunization ! 
Crenetic 
Phenylketonuria 
Cerebral lipoidosis: 
Amaurotic family idiocy 1 
Unclassified i 
Galactosaemia ° ! 


Group B; Probably due to factor indicated 8 (4%) 
Environmental 

Maternal rubella 1 
Therapeutic irradiation of mother i 
Thiouracil treatment of mother I 
Septicaemia, neonatal 1 
with sinus thrombosis l 
! 
1 


> 


Gastro-enteritis with coma 
Encephalitis 
2. Genetic 


Hypoglycaemia . 1 
Group C ; Other faciors implicated lil (S5-S%) 
1 Environmental 
Birth trauma: probable 27 
oe ee possible 9 
2. Genetic? 
Family history of mental retardation 18 
” * o » disorder, 
epilepsy, or other neurological 
abnormality 10 
3. Unknown 
Mongolism 46 
Sturge-Weber syndrome 1 
Group D;: No factors suggested 62 (31%) 


the Sturge-Weber syndrome. Finally, in a substantial 
residue (Group D) are 31%, of cases for which no causal 
factor has been invoked. 


Mongolism* 


This remains by far the biggest single clinical group 
amongst mental defectives, and there is as yet little clue 
to its aetiology. It may be useful at this stage to present 
a working hypothesis. The relationship with maternal 
age has been well established since Penrose’s (1951) 
careful statistical analysis of the subject. Penrose (1954c) 
has also shown that the mothers and sisters of the 
patients tend to have more than their share of 
“ mongol ™ traits. 

The view is now gaining ground that morphology is 
dependent on the biochemical characteristics of the 
organism. This is evident in the syndrome of 
hypercalcaemia (Schlesinger ef al., 1956), which in its 
severe form in infancy produces a characteristic facies. 

The striking anatomical abnormalities in gargoylism 
are likewise presumably dependent on a_ biochemical 
deviation, though the precise nature of this has yet to 
be established. If this be also true of the traits 
characteristic of mongolism—for example, brachy- 
cephaly, epicanthic fold, incurved little finger, etc.— 
then it would be expected that the mothers of children 
with mongolism would show some deviation from the 
norm in respect of their metabolism, and that this 
deviation would be of such a nature as to predispose 
them to have children with mongolism, at the same time 
accounting for their own excess of “ mongol ™ traits. 
This hypothetical biochemical error in the mothers 
would also have to be such that its effects would be more 
manifest with increasing maternal age, reaching a 
maximum at the end of the reproductive span. 


*Since this paper was written, the presence of an extra 
chromosome in mongolism has been reported (Jacobs, P. A.. 
Baikie, A. G., Court Brown, W. B., and Strong, J. A., Lancet, 
1959, 1, 710), which may determine the condition. It remains, 
however, to be shown how this influences foetal metabolism and 
growth to produce the characteristics of mongolism, and what 
actors in the mother give rise to faulty oogenesis 
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Ihe maternal metabolism during pregnancy sustains 
that of the infant, and it may be that in the case of a 
child with mongolism this task cannot be coped with 
adequately during the organ-forming period, notably 
about the sixth week of pregnancy. This timing is based 
on a study of defects of the heart, lens, and other 
structures which are commonly part of the clinical 
picture of mongolism. It seems reasonable to suppose 
that failure of reproductive function with increasing 
maternal age is not a single event sharply delimited in 
time, but that it may be a more gradual process 
comparable with the slow decline in fertility which 
accompanies increasing age. If this be so, then it would 
not be surprising if a constitutional inadequacy in the 
reproductive mechanism which is postulated in the 
mothers of “ mongols ” were to become more manifest 
in the older age ranges. 


It is possible also to construct a hypothesis which will 
cover the fact that, exceptionally, quite young mothers 
have children with mongolism and that an older mother 
may have an affected child followed by a normal one. 
Penrose (1954c) has suggested that younger mothers who 
give birth to children with mongolism have, as it were, 
a double dose of the mongoloid factor. It may also be 
assumed that the constitutional predisposition to give 
birth to such children lies in difficulty in dealing with 
a metabolite which is particularly important at the 
organogenetic stage of development. If, for example, 
the abnormality were to lie in a difficulty on the part of 
the mother to absorb vitamin A, known to be essential 
for organogenesis, then this difficulty might well be 
exaggerated by increasing age; it might be present in 
varying degree; and it might be made worse in one 
pregnancy rather than another’ by _ external 
circumstances. Illness or poor diet would increase the 
effect of such a deficiency. 


So far we have considered the problem of mongolism 
primarily from the standpoint of the mother. It is 
clear from the evidence, however, that there is also a 
foetal factor which is important in producing the 
condition. No case has been recorded in which only 
one of monovular twins was affected, whilst there are 
many recorded instances of only one of binovular twins 
being abnormal. If, therefore, the above hypothesis is 
to cover the facts, it must be extended to assume that 
there is not only a constitutional predisposition on the 
part of the mother to have children with mongolism, 
but that this predisposition may be inherited, so that 
the foetus likewise is constitutionally predisposed to be 
a “ mongol ” in certain cases but not in others. To use 
the same example, it may be that the foetus has the 
same difficulty in the uptake of vitamin A which was 
suggested in the case of the mother. The combined 
effect of the maternal and foetal abnormality would 
then be a frank case of mongolism if external conditions 
were also unpropitious—for example, advanced 
maternal age. In other words, there is assumed an 
interplay of three factors: (1) foetal, (2) maternal, and 
(3) environmental. The last of these is taken to include 
the effect of ageing. 


Specific metabolic peculiarities in mongolism have 
been difficult to demonstrate, though abnormalities in 
leucocytes (Mittwoch, 1956, 1957), proteins, cholesterol. 
phospholipids (Stern and Lewis, 1957a, 1957b), and 
calcium (Stern and Lewis, 1958) are now firmly 
established. Recent work from New York (Sobel et ai., 
1958) suggests that children with mongolism have a 
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reduced capacity for the uptake of vitamin A. These 
workers propose that the blood of pregnant women 
should be examined for the vitamin-A content. 

In order to test adequately the tentative hypothesis 
yutlined above, several tasks should be undertaken. 
[he survey of the biochemical characteristics of 
mongolism at the Fountain Hospital should be 
continued and supplemented. This should be linked 
with a more extensive study of the metabolism of 
pregnant women, with particular reference to the 
deviations found in mongolism. Particularly valuable 
would be studies on the effect of ageing on metabolism 
in pregnancy, and also studies in which mothers who 
have had a child with mongolism were compared with 
women, matched for age and parity, who have not. If 
such a study were to furnish evidence of a correctable 
anomaly in the metabolism of the mothers of 
“mongols ” then we would be well on the way to the 
possibility of prevention. 


< 


Other Clinical Groupings 


Whilst the group of idiots and imbeciles with a known 
aetiology make up only a small proportion of the total, 
Table IV demonstrates that the majority, on clinical 
examination and history-taking, show some evidence of 
physical abnormality, a finding which is very much 
reinforced by post-mortem studies. Only 21% of the 


Taste 1V.—Clinical Findings in 154 Idiots and Imbeciles 
(Mongolism Excluded) 


Skull si 68 (44°%) Cerebral palsy 57 (36%) 
Microcephaly*® 32 Spastic diplegia 30 
Hydrocephalus 8 Hemiplegia 10 
Plagiocephaly 28 Ataxia os . 9 

Athetosis .. 8 

Epilepsy* 41 (27%) Psychotic 3 (2%) 

Eyes 69 (45%) Some other physicalanomalies27(18%) 
Strabismus Pe 59 Spina bifida occulta 
Nystagmus 24 Deformed feet 5 
Blind : 18 Meningocele 3 
Optic atrophy i2 Polydactyly 2 
Ptosis Congenital dislocation 
Cataract of hips 


NN 


Deformed ears 
Congenital abnormality 
of heart .. 
Pyloric stenosis 
Recto-vulval fistula 
Bifid uterus 


Retrolental fibroplasia 
Buphthalmia 
Microphthalmia 
Macular coloboma 
Interstitial keratitis 


—— ee Nh 


NN 


No clinical symptoms apart from mental defect 32 (21°%) 


(Other than strabismus, spina bifida occulta, deformity of feet, 
or pyloric stenosis) 


cases had no _ physical signs, excluding minor 
abnormalities such as strabismus, spina bifida occulta, 
etc. To put the matter another way, if we leave on one 
side the cases of mongolism and those which fall into 
some definite aetiological category, we are left with 
approximately two-thirds of all idiots and imbeciles in 
whom there is no substantial clue as to aetiology. On 
the other hand, we know that nearly all these children 
have some gross encephalopathy. It seems likely that 
with the course of time further specific syndromes will 
be discovered which will account for some fraction of 
this total, and that some of these will prove to be inborn 
errors of metabolism transmissible on _ classical 
Mendelian lines. However, it seems unlikely that more 
than a small fraction will be accounted for in this way. 
Attention must also be paid to the environment, 
particularly to the maternal environment, as in the case 
of mongolism. 

* Defined as more than 3 standard deviations below mean for age and sex, 


for head circumference. 
+ Fits observed in Fountain Hospital only. 
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At the moment surprisingly little is known about the 
optimum maternal environment for the development of 
the foetus. Sufficient information is available from 
animal work to show the complexity of the problem. 
Thus Millen and Woollam (1957), who had earlier 
demonstrated that hydrocephalus could be produced by 
shortage of vitamin A, have demonstrated that an excess 
of this vitamin also causes abnormalities of the nervous 
system, an action which is facilitated by the 
administration of cortisone. Some indication of the 
extreme variability of the maternal environment from 
one expectant woman to another is shown by the work 
of Baker et al. (1958), who found a constant tendency 
to depletion of the maternal store of folic acid and 
vitamin B,, at parturition. The most striking finding, 
however, was the very wide range in values for these 
substances both in the mothers during pregnancy and 
in the infants at birth, the figures varying by a factor 
of 10 in the case of vitamin B,, and as much as a 
hundredfold for folic acid. It is difficult to believe that 
all these figures fall within the optimum or desirable 
range. 

It also seems likely that results of investigation of 
other essential dietary constitutents would be similar. 
If this is so, then it is possible to form a very general 
hypothesis that the state of nutrition, health, and 
well-being of the mother during and before the 
pregnancy is of great importance in connexion with the 
subsequent mental development of the child. Because 
of the complexity of the problem, the less-sophisticated 
type of social investigation is unlikely to be very helpful 
in this matter beyond establishing what is well known— 
namely, the association between reduced intelligence 
test performance and large families or the concentration 
of children with a low level of performance in poor 


.areas or in the Registrar-General’s Classes IV and V. 


In the past there has been a tendency to explain these 
findings somewhat glibly on the assumption that such 
groupings are inherently less well endowed. Attention 
should, however, be given to the alternative possibility 
that poor performance is a direct result of poor living 
conditions, these conditions operating both after and 
before birth. 


Table V shows the time at which the factors 
producing mental deficiency are determined in relation 
to the life history of the patient. Penrose (1954b) has 


TaBLE V.—Stages at Which Factors Producing Menta! Deficiency 
are Determined 


(A) Before conception. Mainly genetic factors, but maternal ill-health may 

determined at this stage. 

(B) During pregnancy. Maternal environment; disease; malnutrition: 
or other impairment of reproductive capacity as in rhesus incom- 
patibility or difficult birth. 

(C) After birth. External environment; disease; injury; and unfavourable 
social, emotional, and educational circumstances. 


used a similar arrangement, but for our present purpose 
a division into three stages is sufficient. Referring to 
some of the conditions which we have considered, 
phenylketonuria would fall into stage A, being 
determined before conception: a number of cerebral 
malformations with no known genetic basis such as 
hydrocephalus would fit into stage B, being decided 
during pregnancy; while meningitis would fit into 
stage C as a post-natal factor. Mongolism would, on 
the hypothesis outlined above, depend on factors 
determined in both stages A and B, while blood-group 
incompatibility may be mainly ascribed to stage B, 
though both the other stages are also important here— 
stage A since the maternal sensitivity is determined prior 
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to the conception, and stage C because the extent of 
neonatal jaundice is modified by external factors like 
exchange transfusion. Since the development of the 
human mind is a continuous process to which all three 
stages make their contribution, it is evident that in the 
final analysis each will modify the outcome in any given 
case of mental defect. We can merely express an 
opinion on which of these stages in the history of the 
individual is of decisive importance in order to focus 
attention on that stage when seeking preventive 
measures, 
Summary 


Aetiological problems are considered in high-grade 


(feebleminded and educationally subnormal) and 
low-grade (idiot and imbecile) mental defectives. 
Psychological, educational, and social factors are 


generally of greater aetiological significance in the 
former group and gross brain pathology more often 
operative in the latter. However, such brain pathology, 
in “diluted” form, also produces minor degrees of 
mental defect, while environmental influences have a 
bearing on severe defect. This is illustrated with 
reference to phenylketonuria, kernicterus, tuberous 
sclerosis, and the Sturge-Weber syndrome. 

Of 44 educationally subnormal children, 32 (73%) 
had clinical abnormalities which could at least partially 
account for, or be related to, their mental retardation. 
In another 12 high-grade patients who came to 
necropsy, only 3 had no gross pathological lesions in 
the brain. 

Nearly all low-grade mental defectives show brain 
abnormalities at necropsy. The cause of these is 
elucidated in a small minority only. In 200 consecutive 
hospital admissions of low-grade cases, a known cause 
operated in 19 (9.5%) and a probable cause in another 
8 (4%). Other factors were implicated in 111 (55.5%) 
and none in the remaining 62 (31%). 

Of the 200 cases 46 (23%) were instances of 
mongolism. The condition is tentatively attributed to 
a biochemical error in the mother, which becomes more 
manifest with increasing age and leads to faulty 
organogenesis in a predisposed foetus. Metabolic 
studies of mothers should be undertaken in_ this 
connexion. 

Of the remaining 154 admissions in our series, 
(79%) had gross physical signs. 

Factors productive of mental deficiency are briefly 
considered in terms of their operation before 
conception, during pregnancy, and post-natally. 


122 


We are grateful to all our colleagues at the Fountain 
Hospital for help and advice. Dr. E. A. Brown had done 
some preliminary work on the data which we presented 
from our records during the period when he held the Isaac 
Ettinger Clinical Research Fellowship, which is now held 
by one of us (J. M. B.). 
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LUNG CANCER AMONG WHITE 
SOUTH AFRICANS 


BY 


GEOFFREY DEAN, M.D., M.R.C.P. 


Senior Honorary Physician, Provincial Hospital, Port 
Elizabeth, South Africa 


In 1947 I emigrated from Liverpool, where bronchial 
carcinoma was common, and settled in Port Elizabeth, in 
the Eastern Cape. South Africa has a white population 
of just over 3,000,000, and their average family income 
is over £1,400 a year. The white population receives a 
high level of medical attention from South Africa’s 8,000 
doctors. For many years there have been medical 
schools in Johannesburg, Capetown, and Pretoria, and 
there are specialist thoracic surgeons in all the main 
cities. In a busy consultant and hospital practice. 
however, I was surprised to find that I rarely saw a 
patient with bronchial carcinoma, though other forms 
of cancer appeared to be as common as in Britain. The 
low incidence of bronchial carcinoma apparent in Port 
Elizabeth was particularly surprising because cigarettes 
were cheap (3s. for 50 was an average price), and most 
men appeared to ,be heavy smokers. Indeed, statistics 
of cigarette consumption show that the white South 
African has been by far the heaviest cigarette smoker 
in the world for many years. In view of the reports 
from other countries (Doll and Hill, 1950, 1952, 1954, 
1956 ; Hammond and Horn, 1954 ; Stocks and Campbell. 
1955; Medical Research Council, 1957) suggesting that 
cigarette smoking and lung cancer were associated, | 
felt that the lung cancer mortality among South Africans 
was particularly worthy of closer investigation. 


Lung Cancer Mortality in South Africa 


The incidence of bronchial carcinoma in South Africa 
was not known exactly before this study, because the 
South African Bureau of Census grouped together deaths 
from cancer of the trachea, bronchus, and pleura under 
the World Health Organization Classification of D’seases 
code number 162 (before 1949 the code number was 
109). I therefore decided to investigate death certificates 
that had been codified under these numbers. The 
Minister for the Interior and the Director of the Burcau 
of Census and Statistics and his staff gave me every 
assistance. All information on death certificates is filed 
on Hollerith cards and all cards of the relevant code 
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number for the 10-year period 1947 to 1956 were 
decoded. They provided the following information: sex, 
age, place of death, place of residence, country of birth, 
occupation, and the number of the death certificate. 

With this information, and with the assistance of the 
staff of the Census Bureau, I examined the relevant death 
certificates, deleting from the lists the few deaths from 
respiratory cancer other than from bronchial carcinoma 
and a small percentage of errors in coding (2%). The 
standard of diagnosis and certification was high, and in 
88%, of the deaths the diagnosis of bronchial carcinoma 
had been verified by bronchoscopy and biopsy, by 
thoracotomy, lobectomy, or pneumonectomy, and very 
often by necropsy. The remainder had been investigated 
by x-ray studies, often a bronchogram. Special 
investigations are detailed on the death certificate. In 
only 15 cases since 1949 was no decision reached on 
whether the lung cancer was primary or secondary (code 
number 163). All such cases are queried by the medical 
assessor. Most of the lung cancer patients had been 
investigated in the cities, where the hospitals concerned 
co-operated in permitting me to study the case records of 
these patients. 

In order to calculate the lung cancer mortality rates 
per 100,000 living, the Census Bureau processed the 1951 
census cards and broke down the population figures into 
Union-born, British immigrant, and other immigrant, 
in age-groups, for each of the five largest cities, for all 
other urban and periurban areas taken together, and for 
the rural districts. None of these figures was previously 
available. The 1951 census figures provide a good 
average figure for the population during the period 1947 
to 1956, and particularly for immigrants over the age of 
45 years, since not many immigrants over that age came 
to South Africa between 1947 and 1956. 


Table I shows for both male and female white South - 


Africans the deaths from all causes, the number of lung 
cancer deaths, and the lung cancer death rate per 100,000 
estimated by the Census Bureau to be living for each of 
the years 1947 to 1956. It can be seen that the death 
rate from lung cancer among men per 100,000 living has 
doubled during the 10-year period. 

The increase in lung cancer death rates among males 
in South Africa is unlikely to be due primarily to 
improved diagnostic facilities: instead it would seem to 
be a genuine increase, because the level of medical 
attention for the white population of all social groups 
during this period was continuously high, with free 
hospitalization and treatment for those who could not 
afford fees as private patients. Had there been a marked 
change in the standards of diagnosis during these 10 
years, this would have been reflected in an increase in 
the rates for females, but very little increase occurred in 
these rates during this period. It would therefore seem 


TaB_e I.—Lung Cancer Rates for White South Africans 








Males Females 

, | Lung Cancer | Lung Cancer 
Year| Total ams. | Death Rate Total -_. Death Rate 

Deaths | per 100, Deaths |} per Y 

Deaths Living Deaths Living 

1947 | 12,003 | 143.) 107 8,917 Ss}. | #2) 
1948 12,906 146 11-6 9,511 59 47545 
149 | 13,069 171 13-3 9,598 57 45 } 
1950 12,878 193 14-8 9,839 77 59 
19S] 13,360 246 18-5 | 9,949 68 $1 
1952 12,853 250 18-5 9,315 69 5-1 
1953 13,589 278 20-2 9,976 79 5-7 
1954 14,047 333 23-8 10,059 72 $-1) 
1955 13,373 329 23-0 62 43 }5-3 
1956 14,493 357 24-6 10,488 94 6-5) 





fair to conclude that most of the increase in recorded 
lung cancer among men in South Africa during the 
period 1947-56 has been real. 


The next step was to analyse the deaths due to lung 
cancer from 1947 to 1956, not only according to age but 
also according to count: y of birth and place of residence 
at the time of death. This analysis was particularly 
necessary because it was known that the lung cancer 
rate was higher in the cities than in the country, and 
also that British immigrants tended to settle in the 
cities. Without this analysis, it would not have been 
possible to determine how far a higher lung cancer 
mortality rate among British immigrants than among 
Union-born reflected some effect of urbanization and 
how far it reflected something peculiar to the immigrants. 
From the information given on the death certificates it 
was possible to make the required analysis, and the 
resulting figures, expressed as lung cancer mortality rates 
per 100,000 living in 1951, are given in Table II. 


In order to bring out the difference between the lung 
cancer mortality rates of Union-born white men and 
immigrants from England, Wales, and Scotland the 
actual deaths of British immigrants during the years 
1947 to 1956 have been compared with the number of 
deaths that would have been expected had the British 
immigrant population been subject to the same lung 
cancer mortality rate as the Union-born white men in 
the corresponding five-year age-group and in the same 
area. The resulting figures, summarized into the two 
age-groups 45-64 years and 65 and over, are given in 
Table III. Corresponding figures for male immigrants 
from other countries are also shown. 


From this table the very striking fact emerges that, 
while the difference between the actual deaths from 
lung cancer among British male immigrants aged 65 
and over and the number of deaths expected had they 
been subject to the lung cancer mortality experience of 
Union-born white men is not statistically significant, the 
lung cancer deaths among British immigrants aged 45- 
64 were 44% higher than the number of deaths that 
would have been expected on the same hypothesis—a 
difference that is highly significant. Moreover, the excess 
mortality among British male immigrants who died from 
lung cancer aged 45 to 64 occurred in each of the five 
largest cities, in the other urban areas, and in the rural 
areas, and therefore at all levels of urbanization. While 
British immigrants tend to settle in the cities, as already 
mentioned, where a higher lung cancer mortality rate 
than in rural areas normally occurs, the excess mortality 
among British male immigrants aged 45-64 is clearly not 
attributable to this factor. On the other hand, the 
deaths from lung cancer among male immigrants from 
other countries in both age-groups did not exceed the 
number expected on the basis of the experience of 
Union-born white men. 

The lung cancer rate per 1,000 deaths is also much 
higher for British immigrants in the age-group 45-64 
years in each of the large cities and in the rest of the 
country. In South Africa as a whole the lung cancer 
rate reaches its peak in the 70-74 age group, whereas in 
England and Wales the peak incidence is in the 65-69 
age group (Table II). Eastcott (1956) showed that in 
New Zealand the peak incidence was also later than in 
England and Wales. Among British immigrants the rate 
at age 75-79 is about the same as at age 60-64. 

The date of entry into South Africa of British 
immigrants who died from lung cancer has been 
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Union-born 
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Other 

Durban 
Union-born 
British immigrants 
Other 

Pretoria 


Union-born 
British immigrants 
Other 


Port Elizabeth 
Union-born 
British immigrants 
Other ° 


Other urban areas 
Union-born 
British immigrants 
Other 


Rural areas 
Union-born 


British immigrants 
Other 

Total 
Union-born 


British immigrants 
Other 


Total 


1959 


45 


19 
(48) 
(33) 


(55) 
G1 


50 
(44) 
(47) 


(26) 
(55) 
(56) 


(13) 
(43) 
(0) 


15 
(14) 
10 
(0) 
(0) 
17 
44 
25 
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on fewer than 10 deaths during the period 1947-56 are enclosed in parentheses) 


so- 


70 


49 


95 
(93) 
(23) 


78 
139 
(46) 


74 
(52) 
(71) 


(6S) 
142) 
(64) 


43 


(28) 


19 
(79) 
(18) 


45 
91 
38 


Mortality Rates per 100,000. 


55- 60- 
120 180 
101 233 
lil 139 
79 141 
228 222 
(51) (145) 
199 229 
286 259 
(139) (242) 
113 127 
(195) (201) 
(0) (50) 
(65) (124) 
(203) | (130) 
(0) (0) 
55 115 
93 95 
100 170 
38 62 
(22) 285 
(59) (109) 
63 103 
144 187 
89 149 
75 «| ~~ ~«120 
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Annual Average, 1947-56 (Mortality rates base: 


Total Total 
45-64 65 70 75- 80. 65 
72 232 320 (199) (94) 234 
117 209 213 238 (179) 213 
75 314 170 188 (113) 219 
76 190 148 (145) (39) 153 
145 191 139 198 (241) 181 
56 (56) (126) (159) (133) 112 
tt 282 394 (387) (90) 308 
178 307 261 350 305 300 
114 (144) (199) (211) (561) 229 
71 214 (178) (135) (47) | 169 
118 (151) (157) (196) (0) 149 
(45) (53) (353) (177) (ii4) 179 
53 (214) (88) G3») (0) 175 
125 (236) (127) (96) (377) (181) 
(20) (0) (286) (179) (370) (169) 
48 114 133 78 58 105 
71 125 134 134 (34) 119 
68 (67) 90 (its) (106) 89 
0 92 74 68 77 82 
94 (72) (117) (30) (93) 82 
(38) (80) (203) (207) (59) 139 
50 125 127 93 65 112 
112 176 168 189 143 172 
67 145 154 165 148 152 
~ 58 “37.”*«WAD 130 933 ~|~St«OS2 





For comparison, the male lung cancer deaths (International List Nos. 162 and 163) in England and Wales in 1947-56 per 100,000 men living 
in 1951 were: 


45 50 55- | 60- 


Age: Rate per 100,000 $7 116 185 } 233 


provided wherever possible by the South African 
Population Registrar. The majority of those who died 
between the ages of 45 and 64 years came to South 
Africa after 1920, but of those who died aged 65 or over 
more than 80°, emigrated from Britain before 1910 
that is, before lung cancer also became common in 
Britain There had in fact been a heavy immigration 
of white settlers to South Africa between 1890 and 
1920, and 32%, of the total deaths of males over 45 years 
for 1947 to 1956 were among immigrants. Two-thirds of 
these were from England, Wales, and Scotland, and the 
remaining third came from all over the world, with 30° 
from Eastern Europe. 


tual and Expected Number of Lung Cancer Deaths 
1947-56 


Taste Ill 1 


British Immigrants Other Immigrants 


Aged 65 








Aged 45-64 Aged 65 Aged 45-64 
ee = ° a - = . 
35 35 ss 5 a2 5a a2 5e 
Ss a3 23| &s | 23) &3 | Bs! Bs 
24, 54 28) 5a | 28)| 38 | 38) 28 
Johannesburg 58 44-7 73 82-5 59 67-5 70 75-7 
Cape Town 48 28-5 49 39-0 18 26-6 19 24-9 
Durban 62 47-3 89 96-4 19 22-6 20 28-1 
Pretoria s 5:5 10 11-2 5 8-6 10 8-9 
Port Elizabett 10 49 8 7-5 1 28 4 43 
Other urban areas 58 449 84 74:8 47 35-3 30 35-8 
Rural areas 18 60 14 13-6 8 3-9 15 8-6 
Total 262 181-8 327 325.0 157 167-3 168 186-3 
y I 5-5 11-7 10-0 
P <0-000001 Between05 Between0l | Between 01 
and 0-7 and 0-2 and 0-2 


att" 65 70 75 80 bo 
135 260 228 wo | mg | 219 


Cigarette Consumption 

Statistics of cigarette consumption by white adults in 
South Africa and by the adult population in other 
countries, year by year, have been published by Todd 
(1957). The figures in Table IV are sufficient to show 
that the white South African has long been the highest 
consumer of packeted cigarettes in the world. 

Moreover, cigarette consumption in South Africa is 
almost as high for white males in the country areas as 
in the cities and towns. A nation-wide survey (2,672 
adult whites interviewed) carried out in 1954 on smoking 
habits (Franklin Research (Pty.) Ltd., 1954) showed that, 
though more men smoked in the cities than in the rural 
areas, there was little difference between the average 
number of cigarettes smoked daily by those who did 
smoke. For instance, 64.7% white males aged over 35 
(572 interviewed) smoked packeted cigarettes in the 
cities and 54% of white males aged over 35 (331 inter- 
viewed) in the rural areas. Over the age of 35 the city 
man who smoked averaged 24.2 cigarettes daily and the 
country man averaged 23.6 cigarettes daily. In the four 
provinces the highest cigarette consumption was in the 
Transvaal, particularly among Afrikaans-speaking men 
in the towns 

On the basis of the national average levels of cigarette 
consumption, the higher lung cancer mortality of British 
male immigrants in South Africa, compared with white 
Union-born men of corresponding age, is not to be 
attributed to greater consumption of cigarettes by the 
former. It will, of course, be necessary to confirm that 








- am && oo ah ak ah 


fn ~~ we 


ee, Se 


oa Pp sess 7 Were S| Oe oS A 


_— 


Al 


Sec 


tal 


Cue 


Nr=— 


www 


1) 
») 


= wwe 


; in 
her 
xdd 
OW 
rest 


1 is 
, as 
672 
ing 
lat, 
ral 
age 
did 
35 
the 
er- 
‘ity 
the 
yur 
the 
en 


tte 
ish 


ite 


he 
vat 














Oct. 31, 1959 


LUNG CANCER AMONG WHITE SOUTH AFRICANS 


855 


BRITISH 
MEDICAL JOURNAL 





the British immigrants, both those who died from lung 
cancer and those who did not, in fact smoked no more 
than the Union-born men, and an inquiry into this is 
under way. On the assumption, however, that the ratio 
of the national levels of cigarette consumption per head 
in South Africa and Britain is not unrepresentative of 
the ratio of past cigarette consumption by Union-born 
men and British immigrant men dying of lung cancer, it 
is natural to ask whether the excess lung cancer mortality 
of the latter group could be due to differences between 
the tobaccos used in the manufacture of cigarettes in 
South Africa and Britain respectively. 

For many years almost all the tobacco used in the 
manufacture of cigarettes in South Africa has been flue- 
cured tobacco grown in South Africa and Rhodesia. In 
Britain before the last war cigarettes were mainly made 
from flue-cured tobacco grown in the U.S.A. While 
flue-cured tobacco thus formed the basis of cigarettes in 
both countries in which the tobacco was grown, the 
insecticides used and the chemical constituents of the 
leaf and of the resulting smoke have not been entirely 
identical. 

U.S. flue-cured tobacco, however, also forms the basis 
of cigarettes smoked in the U.S.A., and the lung cancer 
mortality rates in that country are much less than in 
Britain. Indeed, according to the figures of Dr. Case 
(1958) the male mortality rates from cancer of the 
respiratory system in the U.S.A. are not very different 
from those in South Africa. Further, many of the 
British immigrants who died from lung cancer came to 
South Africa in their twenties, and those who had 
smoked cigarettes before emigrating would have smoked 
British cigarettes for only a few years. Moreover, 
British immigrants who died at the age of 65 or over 
and who smoked cigarettes prior to leaving Britain would 
have smoked cigarettes generally similar to those smoked 


by later British immigrants who died at a younger age © 


from lung cancer, and there were no obvious changes 
in British cigarettes between 1910 and 1920 likely to 
account for the different lung cancer mortality among 
the two groups of British immigrants in relation to that 
cf Union-born men. For these reasons it would seem 
that differences between the tobacco smoked in the form 
of cigarettes in South Africa and Britain are unlikely 
to be an important factor in explaining the differences 
between the lung cancer mortality of the different groups. 

Further, there were greater differences between the 
tobacco used in cigarettes manufactured in other 
European countries before the last war—where, for 
example, air-cured tobacco was widely used—and the 
tobacco used in the manufacture of South African 
cigarettes than there were between the tobacco used 
in the manufacture of South African and British 
cigarettes. Consequently, if differences in the tobacco 
were important, it might be expected that a considerable 
difference in one direction or the other would have been 
found between the lung cancer mortality experience of 
Union-born men and of male immigrants from countries 
other than Britain. Yet the differences between the 
lung cancer mortality among these two groups are, as 


Taste IV.—Packeted Cigarettes Smoked per Adult per Annum other countries. 


already shown, not significant. The most likely 
conclusion would seem to be that the effect, if any, of 
cigarettes smoked by both British and other immigrants 
prior to emigration differed little from the effect of 
cigarettes smoked by Union-born men at the same age. 

In South Africa, rural as well as urban males are 
heavy consumers of cigarettes. Consequently, the higher 
lung cancer mortality rate in the large South African 
cities, and particularly Durban, compared with the rate 
in rural areas is not to be explained by the differences 
in the level of cigarette consumption. The slightly 
higher urban cigarette consumption could account for 
only a small part of the very much higher lung cancer 
rate in the urban areas. 

When the smoking habits in different countries are 
examined in detail, many differences are inevitably 
found. Hammond (1958), for example, has drawn 
attention to differences in the length of butt to which 
cigarettes are smoked in the U.S.A. and the Netherlands, 
and Doll, Hill, Gray, and Parr (1959) have made a 
similar study in Britain. In South Africa two recent 
independent surveys have been made of cigarette butts. 
In a Transvaal survey 2,194 filter-tipped butts gave an 
average length of 26 mm. and 671 plain and cork-tipped 
non-filter butts an average length of 24 mm. In the 
Cape, 1,480 filter-tipped butts gave an average length 
of 25 mm. and 603 plain and cork-tipped non-filter butts 
an average length of 23 mm. Though the butt lengths 
are longer on average than those reported in Britain, 
there is a higher cigarette consumption among white 
South Africans than in Britain. 


Atmospheric Pollution 
The increasing lung cancer mortality rate among the 
South-African-born follows the rapid industrialization 
and growth of the cities during the past 40 years. The 


TaBLe V.—Measurements of Air Pollution in South Africa and 
in Englanc 














. Insoluble Solid Deposits 
Smoke in A 
Anosied in g. per Month on 
mg./cubic Metre 1-ft Diameter Circle 
| Summer Winter | Summer | Winter 
Pretoria .. a O12 | 023 0-27 0-27 
Johannesburg: 
ity .< 0-17 0-29 | 0-60 0-41 
Suburbs 0-08 0-18 | 0-23 0-14 
Durban .. . 0-13 0-18 | 0-36 0-28 
Leicester (England) 0-06 0-13 0-14 } 0-20 
London: 
Kensington 0-12 0-24 0-22 0-28 
St. Pancras 0-16 | 0:30 O21 | 024 











Note.—The Pretoria values are the result of four years’ observation on a 
grid of six stations. The Johannesburg values are given for both the city 
and the suburbs; the higher wind velocity in summer increases the dust from 
the mine dumps. The Durban values are averaged from three stations, of 
which one is almost outside the town proper. The British values are from 
the “ Atmospheric Bulletin, 1958,” of the Fuel Research Station of the 
D.S.LR. 


lung cancer rate in the large cities is very much higher 
than in the rural areas, except among the British 
immigrants, who have a comparatively high rate in the 
rural districts. It has been thought in the past that the 
larger South African cities had a relatively clean 

atmosphere in comparison with cities in 
However, Table V 





1920 1925 1930 1935 1940 1945 


shows that Johannesburg, Pretoria, and 





South Africa (white 





population) .. 1,540 1,500 2,100 2, 2,500 3,180 
U.S.A. 610 1,000 1,370 1,450 1,820 2,560 
Irish Republic 640 710 930 1,210 1,440 1,550 
U.K. se 1,080 1,080 1,380 1,590 2,020 2,600 




















950 _|_'955____ Durban in some respects have a polluted 
3.630 | 3.5190 atmosphere comparable to industrialized 
3,250 | 3.280 areas in Britain. Furthermore, the 
Si60 | 3500 pollution is increasing; for instance, 


smoke poiiution in the centre of Pretoria 
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has increased by 20% per annum during the last four 
years (personal communication from E. C. Halliday, of 
the Physical Research Laboratories, C.S.I.R.) 


Durban 

The male lung cancer death rate in Durban is higher 
than the corresponding rate in any other city in South 
Africa for both Union-born and British immigrants, and 
the male immigrants from Britain who resided in Durban 
have the highest lung cancer incidence of all groups in 
South Africa. Between the ages of 45 and 64 years 
during the five-year period 1952 to 1956 more than | in 
9 (40 out of 339), and in 1956 more than | in 6 (12 out 
of 69), of all male deaths among the British immigrants 
in Durban were from lung cancer. During the 10-year 
period 1947 to 1956 the death rate from lung cancer 
among British immigrants in Durban between the ages 
of 45 and 64 years was more than five times higher than 
the rate among the South-African-born living in rural 
districts, and twice as high as the rate in British 
immigrants who had settled in the small towns and rural 
areas (Table II). 

The high mortality from lung cancer in Durban in 
both Union-born and British immigrants compared with 
other areas can hardly be attributed to higher cigarette 
consumption, because the consumption per head is not 
higher in Durban than in the other cities. The Survey 
of Family Expenditure (1955) carried out by the Bureau 
of Census in 1955 showed that a Johannesburg family 
spent on average 49.5s. ; a Durban family 47.2s. ; and a 
Capetown family 46.3s. a month on cigarettes, cigars, 
and tobacco. The 1954 smoking survey (Franklin 
Research (Pty.) Ltd., 1954) also showed that the white 
Durban male smoked no more than his equivalent age 
and race group in the other large cities. There is a 
small chromium factory in Durban, but it has few white 
employees, and, though chromium dust is known to be a 
cause of lung cancer, this factory is not responsible for 
the high mortality from lung cancer, as none of the lung 
cancer patients had worked there. 

Durban has a hot humid climate and little wind ; it 
has fewer sunny days in the year than the other South 
African cities. The smoke in Durban per cubic metre 
compares with districts of London (Table V). The smog 
does not show the large diurnal variations it does in 
Johannesburg and Pretoria. Port Elizabeth, on the other 
hand, is renowned for its wind, and this keeps the air 
clear. Capetown’s wind, which has been called the 
“Cape Doctor,” does not blow as continuously as Port 
Elizabeth’s. 


Other Factors 


The Union-born citizens of Durban and Port 
Elizabeth are chiefly of British stock. This enables a 
broad comparison to be made of the lung cancer 
mortality experience of Union-born descendants of 
British immigrants, of British immigrants to South 
Africa during the 20 or so years up to 1910, and of 
British immigrants since 1920, on the assumption that 
the experience of these three groups is approximately 
represented by the figures for Union-born, British 
immigrants aged 65 and over, and British immigrants 
aged 45-64 respectively. As already mentioned, Table I 
shows that the first two sets of figures are very close but 
that there are wide differences between the first and 
third sets of figures. On the other hand, there is 
considerable similarity in the lung cancer mortality 
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experience of Union-born men of Afrikaner stock 
(represented particularly in the Union-born men in 
“Other Urban Areas ” and “ Rural Areas ”’) and British 
immigrants aged 65 and over, between whom there might 
be expected to be greater genotypic differences. 

[he histories of the British immigrants who died from 
bronchial carcinoma, their smoking habits, occupations, 
length of residence in South Africa, past respiratory 
history, etc., will be analysed in a subsequent paper 
and compared with the Union-born men who died from 
lung cancer. It is interesting to note here, however, that 
most of the British immigrants came from cities rather 
than the rural areas in Britain. It should also be added 
that many of the patients, Union-born and immigrant, 
who died from lung cancer had suffered from recurrent 
bronchitis. 

Conclusions 

The conclusions which appear to emerge from this 
study include the following: 

1, White male South Africans have long been the heaviest 
cigarette smokers in the world, and yet they have a relatively 
low lung cancer mortality rate. 

2. British male immigrants to South Africa who died 
between the ages of 45 and 64 had a much higher lung cancer 
rate than either white Union-born men or male immigrants 
from other countries for the same age groups. As most of 
the British immigrants came to South Africa before reaching 
middle age, British cigarettes are likely to have formed 
only a small percentage of the total cigarettes smoked by 
those dying of lung cancer at these ages. It is therefore 
unlikely that the difference in lung cancer mortality 
experience in these age groups is attributable to differences 
between South African and British cigarettes ; and this would 
seem to be broadly confirmed by the fact that the lung 
cancer mortality rate in the U.S.A. is much lower than the 
rate in Britain, though the same type of tobacco formed the 
basis of cigarettes in both countries. 

3. The excess lung cancer mortality among British male 
immigrants, as compared with Union-born white men, is 
found only in those dying of lung cancer under the age 
of 65. Above that age there is no significant difference 
between the lung cancer mortality rates in the two groups. 
This suggests, therefore, that the greater liability of the 
more recent British immigrants to lung cancer is a relative'y 
new phenomenon, and that the immigrants were exposed 
to the aetiological factor or factors concerned before they 
left Britain. 

4. The higher incidence of lung cancer among residents 
in South African towns, and in Durban particularly, as 
compared with the incidence among residents in rural areas, 
would seem to be strong evidence that atmospheric pollution 
is an important factor. If so, it is equally likely that the 
higher incidence among the more recent British immigrants 
may again be connected with the atmospheric pollution to 
which they were exposed before emigrating. It is also a 
matter of interest that a preliminary New Zealand study 
showed that there was a higher rate of lung cancer among 
British immigrants there than in the New-Zealand-born 
(Eastcott, 1956), 

Bronchial carcinoma must result from the total effect 
of genetic and environmental factors, and it is clear that 
the environmental factors are chiefly responsible for 
the present high incidence of the disease. There is 
evidence from other studies that cigarette smoking is 
such a factor. However, the relatively low incidence of 
lung cancer generally among the heavy-smoking South 
African men, the higher and rapidly rising incidence in 
the growing cities, and the high incidence in the younger 
age group of immigrants from Britain, found in the 
present study, suggest that the air pollution which occurs 
in modern industrial life—smoke, smog, traffic fumes. 
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eic.—may be a major factor responsible for the alarming 
increase of lung cancer in South Africa and Britain, and 
presumably elsewhere. 


Summary 


Analysis of the 1947-56 male lung cancer deaths in 
South Africa by age, country of birth, and place of 
residence has shown that among those dying aged 45 
to 64 (but not among those dying aged 65 and over) 
British immigrants have had much higher lung cancer 
mortality rates than Union-born men or immigrants from 
other countries. Further, among all three categories in 
South Africa—Union-born men, British male immigrants, 
and male immigrants from other countries—the lung 
cancer mortality rates have increased approximately with 
the level of urbanization and industrialization. Neither 
the differences between the lung cancer mortality rates 
of these three groups nor the urban/rural gradient can 
be attributed to differences in smoking habits. Instead, 
both would seem to have been due to the exposure of 
the men concerned to different degrees of atmospheric 
pollution. The excess lung cancer mortality among 
British immigrants aged 45-64 would seem to have been 
due to their exposure in Britain to some form of 
atmospheric pollution to which those emigrating before 
1910 had not been subject. The urban/rural lung cancer 
mortality gradient in South Africa would appear to 
reflect the increasing atmospheric pollution that is 
encountered in passing from rural areas to areas of 
increasing industrialization. 


REFERENCES 


Case, R. A. M. (1958). In Carcinoma of the Lung, edited by J. R. 
Bignall, p. 37. Livingstone, Edinburgh. 

Doll, R., and Hill, A. B, (1950). Brit. med. J., 2, 739. 

—— —— (1952). "bid., 2, 1271. 

—— —— (1954). Ibid., 1, 1451. 

— —— (1956). Ibid., 2, 1071. 

—— —— Gray, P. G., and Parr, E. A. (1959). Ibid., 1, 322. 

Eastcott, D. F. (1956). Lancet, 1, 37. 

Franklin Research (Pty.) Ltd. (1954). “ Survey of Smoking ” for 
the United Tobacco Companies (South), Johannesburg. 

Hammond, E. C. (1958). Brit. med. J., 2, 649. 

—— and Horn, D. (1954). J. Amer. med. Ass., 155, 1316. 

Medical Research Council (1957). Brit. med. J., 1, 1523. 

Stocks, P., and Campbell, J. M. (1955). Ibid., 2, 923. 

Survey of pe Expenditure (1955). Report No. 2. “ Expendi- 
ture on ood, Alcoholic Beverages, and Tobacco.” 
Government Printer, Pretoria. 

Todd, G. F. (1957). “Statistics of Smoking.” Tobacco 
ped Standing Committee, Research Papers, No. 1. 

ondon. 





In his Annual Report for 1958 on Industrial Health, 
published on July 29, the Chief Inspector of Factories refers 
to the constant watch that is kept on health problems which 
may have their origin anywhere in industry. In the main, 
this is done by the Medical Branch in conjunction with the 
general inspectorate and other specialist branches ; additional 
information is obtained from members of the medical 
professions specializing in industrial health. But, the Chief 
Inspector feels, “There are members of the medical 
profession outside this specialized field who could add to 
the available knowledge on health hazards by reporting to 
the Medical Branch cases of interest coming to their notice 
in which occupational factors may be involved.” This is the 
second occasion on which a separate report on industrial 
health has been published. As before, it reviews the events 
of the year, and describes significant cases of industrial 
diseases, poisoning, and gassing. Special chapters deal with 
occupational cancer, and with a survey on medical 


supervision which was carried out in more than 200 factories. 
(H.M.S.O., Cmnd. 811, price 3s. 6d. net.) 


RESULTS OF SURGICAL TREATMENT 
OF CANCER OF THE STOMACH 


BY 


N. N. TRAPEZNIKOV 
Candidate of Medical Sciences 
From the Clinical Department of the Institute of 


Experimental Pathology and Therapy of Cancer of the 
Academy of Medical Sciences of the U.S.S.R. 


In the Soviet Union the treatment of cancer of the 
stomach is one of the most vital problems of oncology, 
for it is the commonest malignant tumour, constituting 
about 30% of all malignant growths. So far surgery 
has been the only method of treatment. The names of 
A. G. Savinich, E. L. Beresov, B. V. Petrovsky, and 
V. I. Kazansky have been especially associated with 
the surgical treatment of cancer of the stomach in the 
Soviet Union, but many problems remain unsolved. 
Late results of the treatment are very unsatisfactory. 

The experience in our clinic is very small, but a 
critical review of the late results of treatment allows 
certain conclusions to be drawn. During the period 
1952 to December 1, 1958, 722 cases of cancer of 
the stomach were treated (Trapeznikov, 1957)—451 
underwent radical operations (Table I), 254 had non- 
radical operations (laparotomy, palliative anastomosis, 
gastrostomy), and in 17 other operations were 
performed. The resectability rate was 62.4%. 

In 66 of the 298 resections of the lower part of the 
stomach the so-called combined operation was 
performed (with resection of the adjacent organs). This 
was also done in 56 of the 123 patients submitted to 
total gastrectomy. The resections of the lower part of 











Tasie I 
Died After 
No. of Cases Operation 
Partial resection of lower part - 4 4 (67%) 
ee + Upper ,, ee 1 ¥ 
Total gastrectomy..." .. 123 37 pO241%) 
Total .. 451 57 (126% 











the stomach were of the Polya—Reichel type, but in a 
number of cases anastomosis was performed according 
to Finsterer (13 patients) and Billroth I (21 patients). 
As a rule gastrectomy was completed by the construc- 
tion of an anastomosis between the oesophagus and 
the jejunum on a long loop, with an interintestinal 
anastomosis by the method of Braun (1892-3). Under 
favourable anatomical conditions (with a mobile 
duodenum and a long end of the abdominal 
oesophagus) anastomosis was performed between the 
oesophagus and the duodenum (23 patients). 
Gastrectomy was preferably done through the 
abdominal approach, but when the tumour infiltrated 
the oesophagus a left thoracic approach was employed. 
A follow-up was made in 440 (97.5%) of the 451 
patients on whom radical operations had been 
performed, and 33% of the patients survived for five or 
more years after the operation. This figure is similar to 
that obtained by other authors (Berkson, Walters, Gray, 
and Priestley, 1952). 

A number of questions arise. First, whether exten- 
sion of the operation to include resection of the 
adjacent organs improves the results. In our clinic the 
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indications for the performance of the combined 
operation were: (1) local penetration of the tumour 
into the pancreas ; (2) penetration of the growth into 
the liver, or the presence of a single metastasis in the left 
lobe ; (3) local penetration into the mesocolon or into 
the colon: and (4) metastasis into the hilum of the 
spleen. The more extensive operation might be thought 
to carry a higher mortality. Table II, however, shows 
that the post-operative mortality after the combined 
operation increases only insignificantly, while, on the 
other hand, some patients with a seemingly hopeless 
prognosis lived for five years or more. Similar results 
were obtained in the group of patients who were 
subjected to total gastrectomy. 

Secondly, an improvement in the late results can 
undoubtedly be obtained by means of modern surgical 
techniques and by the extension of the indications for 
total gastrectomy. This question has repeatedly been 
discussed in the literature. As early as 1930 Professor 
Sapozkov advocated complete removal of the stomach 
in all cases of cancer. However, his idea was not 
popular in our country, because the operation had a 
high mortality at that time. Total gastrectomy for all 
cases has since been revived by Pack ef al. (1947), 
Sweet (1953), McNeer ef al. (1956), and Nakayama 
(1956). Besides complete resection of the stomach, 
they removed the spleen in all cases and performed a 
partial resection of the pancreas. This facilitated an 
easier excision of the retroperitoneal metastases. Their 
experience in this respect is limited, but their preliminary 
published data show that the late results improve, 
though not very much. It would seem reasonable to 
extend the indications for total gastrectomy to include 
cases of cancer localized to the body of the stomach 
and to the infiltrating forms arising in the antrum. 

From an analysis of our late results we concluded that 
in 30% of cases death was due to recurrence of the 
growth in the stump of the stomach (Table III). It is 
clear that approximately one-half of the patients died 
after a partial resection of the stomach as a result of 
recurrence of the growth. In cases of cancer arising in 
the antrum the recurrence rate was about 20%. 
McNeer et al. stated that about 50% of the recurrences 
are observed in the stump of the stomach. He based 
his conclusions on the material of Memorial Center for 
Cancer, New York. 

Our material shows that recurrence was most 
frequent in patients who had undergone partial 
resection of the stomach for an infiltrated form of 
cancer. It seems likely that some of the patients might 
have been saved from recurrence of the malignant 


Taste Il 
| No.of | Died After | Alive 
| Cases | Operation |3to 5 Years 





Ordinary resection | 232 | +15(64%) | 100 (43-17) 
{ 








Resection combined with removal of 














neighbouring organs 66 | 5 (7-S%) 15 (21-2%) 
Taste Ill 
Causes of Death 
, No. of | , aes C ft 
Site of Tumour | Alive | —_ 
nes | Recurrence| Metastases | Unknown 
Antrum i” 187 | 85 | 22 60 20 
Body of stomach .. 91 3% 26 25 10 
Total 278 85 | 30 
| 


us | 48 














Taste IV 
Partial Resection Total Gastrectomy 
Alive | Dead Alive Dead 
115 (41-3%) 163 (58-7%) 25 (25-:1%) 71 (749%) 











growth if they had undergone total instead of partial 
gastrectomy. Table IV shows that the late results of 
total gastrectomy were much worse than those of 
partial resection of the stomach. This is because total 
gastrectomy was usually performed in cases with growths 
involving the whole of the stomach, or in cases with 
growths in the upper part of that organ. Thus, out of 
123 cases of total gastrectomy and 30 cases of resection 
of the cardia, the growth arose in the proximal part of 
the stomach or involved the whole stomach in 120, and 
was of distal origin in only 33 cases. Resection of the 
cardia carried the same risks as total gastrectomy. 

Thus judicious extension of the indications for total 
gastrectomy in the infiltrating forms of growths of the 
distal part, and in the tumours of the body of the 
stomach, will undoubtedly lead to a reduction in 
the number of recurrences, and will therefore improve 
the late results of treatment. 

The desirability of removing the spleen and of 
resecting the pancreas in every case was questionable. 
This method was proposed by Longmire (1947) and 
improved by McNeer, Nakayama, and others. It is 
extremely difficult to remove all the metastases, and the 
method was not favourably received in the Soviet 
Union. Moreover, Moore, Sandberg, and Schubarg 
(1958) and Cole, Watne, Roberts, and McGrew (1958) 
in the U.S.A., and others, have proved that, in about 
30% of patients who have undergone the so-called 
radical operations, malignant cells can be demonstrated 
in the blood stream and in smears from the operation 
wounds. Evidently a more rational approach would be 
to combine surgical treatment with chemotherapy by 
means of growth-inhibiting agents. 

The clinic of the Institute worked out an additional 
programme of chemotherapy combined with surgical 
treatment. In 1958 this method was tried on 30 patients 
who received one of two kinds of biological alkylating 
agents—sarcolysin (Perevodchikova and Blokhin, 1958 ; 
Blokhin, Perevodchikova, and Trapeznikov, 1958) or 
thiotepa. During 1959 this method will be applied to 
1,000 patients suffering from cancer of the stomach. 
This programme is very similar to the one approved by 
the Pan-American Oncological Congress in 1957 with 
regard to thiotepa. Our aim is to obtain information 
on the therapeutic value of the two drugs given as an 
adjunct to surgery. The late results will be compared 
with those in a control group. 

The drugs are administered as follows: (1) sarcolysin 
(p-di(2-chloroethylamino-pL-phenylalanine) is given 
three times. The first dose of 40 mg. is injected during 
the operation (20 mg. is injected into a tributary of the 
portal vein, and 20 mg. into the peritoneal cavity 
through a catheter before closing the last suture on the 
aponcurosis). The second dose (40 mg.) is given 
intravenously two days after operation, and the third 
dose (40 mg.) three days later. (2) Thiotepa (triethylene 
thiophosphoramide) is given three times; the first dose 
is 0.4 mg./kg. of body weight. One-half is injected into 
a tributary of the portal vein, the second half into the 
peritoneal cavity. The second and the third doses are 
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introduced intravenously on the first and second days 
after the operation, and .each contains 0.2 mg./kg. of 
body weight. Regular estimation of leucocyte and 
platelet counts are performed. After discharge the 
patients are seen in the out-patient department every 
three months and examined for signs of recurrence. 
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USE OF PREMIXED PETHIDINE AND 
ANTAGONISTS IN OBSTETRICAL 
ANALGESIA 


WITH SPECIAL REFERENCE TO CASES IN WHICH: 


LEVALLORPHAN WAS USED 
BY 


JOHN BULLOUGH, M.B., F.F.A.R.C.S, 
Consultant Anaesthetist, Dartford, Kent 


The introduction into clinical practice of the two 
specific opiate antagonists nalorphine (n-allyl derivative 
of morphine) and levallorphan (n-allyl derivative of 
levorphan) has opened up a new field in the relief of 
pain by morphine and all the drugs related to morphine. 
The main effect of these antagonists is to correct the 
respiratory depression which inevitably follows the 
administration of opiates. When pethidine is used in 
obstetrics the main hazard is that the baby will be 
depressed at birth by the drug administered to the 
mother, will fail to breathe immediately, will become 
asphyxiated, and will require resuscitation. If the baby 
is also suffering from shock due to some obstetric 
abnormality or to operative birth under general 
anaesthesia, the additional effect of the pethidine in its 
body might endanger its life. 

The antagonists can be used to prevent respiratory 
depression occurring when an opiate is given, or to 
correct or relieve existing respiratory depression already 
caused by opiates. In obstetrics there are thus three 


possible ways in which they can be used (Baker, 1957). 

1. A single adult dose is given to the mother a 
sufficient time before the baby is born for the drug to 
enter the baby’s respiratory centre and antagonize the 
effects of pethidine or other opiates the mother has 


received. This was tried successfully by Eckenhoff et al. 
(1953), using a dese of 10 mg. of nalorphine.to the 
mother. The difficulties arising from this method are 
that the exact time that the baby will be born is not 
known and that the time the drug takes to cross the 
placenta and enter the baby's brain is also not known. 
Thus an intravenous dose to the mother is usual. 

2. A small dose can be given to the baby after birth 
if it fails to breathe in a reasonable time. This has 
also been reported on (Eckenhoff et.al., 1953; Paterson 
and Prescott, 1954). For a reasonably rapid effect the 
drug must be injected into the umbilical vein or the 
heart, to which procedure there are some objections. 

3. The antagonist may be premixed with the opiate 
at each dose given to the mother in labour. This 
would appear to be the method of choice, as the other 
two methods require the presence of a doctor, whereas 
the mixture can be used by midwives without any 
special supervision. The correct mixture of the two 
drugs (called the ratio) is probably the least amount of 
the antagonist which, when mixed with a dose of the 
Opiate, will, as near as possible, prevent respiratory 
depression. Much work has been done by others (Cullen 
and Santos, 1954, 1955; Eckenhoff et al., 1955; Foldes 
et al., 1955; Gaard, 1955; Baker, 1957) and myself 
(Bullough, 1957, 1958a, 1958b, 1959) in trying to find 
the correct ratios of antagonists and opiates. It is not 


known whether the antagonists cross the placental, 


barrier at the same rate as the opiates; research on 


this point remains to be carried out. 

This paper describes the effects of pethidine and 
mixtures of pethidine with nalorphine and levallorphan, 
used to relieve pain in childbirth over the past five 
years in the maternity unit at the West Hill Hospital, 
Dartford. This is a busy unit in which 1,200 to 1,400 
babies are born annually. 

In 1954 I introduced the use of premixed pethidine 
and nalorphine for the relief of pain in childbirth at 
Dartford, with the full co-operation of the obstetric 
staff, to whom my thanks are due. So far as I know, 
this unit was the first to employ premixed pethidine 
and antagonists in obstetrical analgesia. The first 
report on the use of such mixtures came from this 
unit in 1956* and was published later (Baker, 1957). 
After a pilot series of 75 mothers who received 
individual doses of pethidine 100 mg. premixed with 
nalorphine 5 mg., three series of cases were compared 
(see Table I). Series A: the mothers received pethidine 
100 mg. in the customary way. Series B: nalorphine 
2 mg. was added to each dose of pethidine. Series C: 
nalorphine 5 mg. was added to each dose of pethidine. 

As a result of this trial it was tentatively concluded 
that the use of the mixture of pethidine 100 mg. and 
nalorphine 5 mg. provided more effective analgesia than 
pethidine alone, as it could be used in larger quantities 
without interfering with labour and without increasing 
the incidence of neonatal asphyxia (which was actually 
reduced). After this trial all mothers received the 
mixture as a routine for two years, so that over 2,000 
mothers were treated in this way. Details of 1,000 
of these await publication. 

In 1957 it was decided to substitute the newer drug. 
levallorphan, in place of nalorphine, and compare the 
results. At that time the correct ratio of these two 
drugs was thought to lie between 1 and 2 mg. of of 





: A paper read at the Rovai College of Surgeons to the Associa- 
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Taste I 
Series 
A B c i B 
Ward to which Patients admitted [a 2 I | Land Il I 
Drugs used for each injection* (mg.) | P. 100 | P. 100 | P. 100 | P. 100 
| N. 2|;N. S| L. 2 
No. of patients in series 100 98 | 100 130 
Average age (years) 25-3 | 25-6 25:8 | 26 
Proportion primigravidae (°%) 63 | 6 65 63 
Incidence of all antenatal abnormali- | 
ties (%) 4 | 9 | 17 | 2 
Pre-eclamptic toxaemia (%) Ss i@miweitee#® 
Prematurity (%) | 2 6 | 4 3 
Post-maturity (%,) z 6 10 6 26 
Surgical induction of labour (%) 1 i 4 6 15 
Average duration of first stage: } | 
Primigravidae (hours mapea | 14/38 16/45 1555 15/15 
Multigravidae ( ,, 9/14 | 1034 9/27 100 
Average duration of second anaes | 
Primigravidae (minutes) | 64 62 70 70 
Multigravidae( ,, ) 24 31 23 38 
Forceps deliveries (%) 4 8 7 10 
Caesarean sections (%) mm 0 0 1-5 
Post-partum haemorrhage (°) | 0 | 2 2 3 
Manual removal of placenta (%) i 2 4 3 
Mean total dose of pethidine (mg. 
Patient) | 173 200 227 242 
Mean dosage of pethidine per hour | 
of labour (mg.) | 12-4 12:8 15-5 15-8 
Analgesia produced according to | | 
patient's Sad next day: } 
Good (7 | ss | 66 76 
Fair (° ay 26 2 19 j 21 
Unsatisfactory (%) 6 | 5 6 
Amnesia, according to midwife’s | 
assessment next day: | | 
Good (remembers little or noth- 
ing) (%) | @o; 8 | ® 33 
Nil (remembers all) (%) 28. CdS; 4 |} 3-5 3-2 
Incidence of asphyxia at — | 
None (class | baby) (% 76 79 90 89 
Slight or nb ha 2 baby) (4) 15 14 4 8 
Severe (cow, : baby) (%) . 8 6 | = 2 
Stillbirths (° | 1 mm ea 1 


*P. pethidine; N.=<nalorphine; L.-=levallorphan. 


levallorphan to each 100 mg. of pethidine. It was 
decided to use the ratio of 100 to 2, and the series was 
designated series D. 


Material and Methods: Series D 


The material was 130 patients admitted consecutively 
in early labour to one of the two wards in the unit 
(ward 1), the same ward as in series B. This ward 
receives a higher proportion of abnormal cases, 
especially patients with pre-eclamptic toxaemia; also 
of patients having surgical inductions of labour for this 
reason and for post-maturity ; also premature and trial 
labours. (The only cases excluded from these studies 
are those with multiple pregnancies.) 

The conduct of labour and pain relief was the same 
as in the previous three series. Chloral in doses of 
30 gr. (2 g.) was given in early labour (83 patients 
received 125 doses). When labour was well established 
at two fingerbreadths’ dilatation of the cervix, premixed 
pethidine was injected intramuscularly in doses of 
100 mg. (with levallorphan 2 mg.) and was repeated an 
hour later, if necessary, and thereafter as required. 
(One patient received a double dose, as described later.) 
Gas-air or “trilene "-air inhalation was given later as 
considered appropriate by the obstetric staff. 124 
patients received gas-air, 8 also received trilene- 
air; and six patients received trilene—air only. 

Other drugs were used in labour as indicated. Seven 
patients received morphine 4 gr. (16 mg.); in six of 
these it was given for artificial rupture of the 
membranes. Quinalbarbitone (“ seconal ”) 3 gr. (0.2 g.) 
was given to eight patients, chlorpromazine (“ largactil ™) 
50 mg. to 24 patients (one received 125 mg., see later, 
case 51). 


[Nore.—Since 1957 2,000 mothers have received 
mixture of pethidine and levallorphan in the ratio of 
100 mg. pethidine to 1.25 mg. levallorphan (commercially 
available as “ pethilorfan ”) ; some results of this study 
were presented at the Annual Meeting of the B.M.A., 
Edinburgh, Scientific Exhibition, July, 1959.] 

As shown in Table I, the patients are alike in all 
four series as regards age and proportion of 
primigravidae. Duration of labour is not notably 
different. Owing to the admission procedure already 
mentioned (ward I receiving the higher number of 
abnormal cases), Series A has the lowest number of 
antenatal abnormalities, Series B and D the highest, 
and Series C a figure between. 


Dosage, Analgesia, Amnesia, Co-operation, and 
Incidence of Neonatal Asphyxia 


Tables I and II show that, as confidence in the method 
of using premixed drugs grew, an increasing dosage 
was used, providing better analgesia for the mothers, 
without any corresponding increase in the incidence of 
neonatal asphyxia. Amnesia was greater in the three 
series in which antagonists were used, being more 
pronounced with nalorphine than with levallorphan. 
This confirms an impression that, in the doses used, 
nalorphine has a greater narcotic action than has 
levallorphan. However, co-operation was as good in 
the series in which antagonists were used as in the 
pethidine-only series (Baker, 1957). 

The incidence of operative deliveries is a little higher 
in the series in which antagonists were used, but this 
reflects the admission procedure already mentioned 
(Baker, 1957). 

The baby’s condition at birth was classified according 
to the time taken to breathe or cry, and the necessity 
for resuscitative measures. Babiés in class | cried 
within 60 seconds and required no treatment other than 
clearing of the air passages. Babies in class 2 either 
did not cry within one minute or required nasal oxygen. 
Babies in class 3 did not cry within five minutes, and 
required oxygen or stimulants or artificial respiration. 

The lowest incidence of neonatal asphyxia should have 
occurred in series A for three reasons: (1) on account 
of the admission procedure, this series having the lowest 
number of abnormal cases; (2) the lowest incidence 


Tas_e II.—Dosage of Pethidine in the Four Series 














Series 
| a c.10 A(®.100) » [Pe B . Joo, Ic ce. see. D Fo 

Patients receiving: % % Z % 

00 mg. 47 39 28 26 

200 ,, | 38 46 45 42 

300 * | 10 7 7 il 

400 |, 5 4 13 i 

500 °° 0 1 ‘ 4 

600 °° 0 2 1 3 

700 ., 0 1 0 0 

800 ,, 0 | 1 0 1 

900 ,, and over | 0 ' 0 0 1 
Patients receiving: | 

300 mg. and over 15 16 27 31 

ae ec - 4 9 20 20 

ee 0 5 7 ° 
Percentage with good anal- | 

gesia 58 | 66 4 16 | 76 
Percentage with good am- | 

nesia 20 4s 50 | 33 
Percentage of first-class | 

babies 76 79 9 | 89 
Percentage of operative - | 

liveries B) | 8 7 | 10 
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of operative deliveries under general anaesthesia; and 
(3) because the lowest dosage of pethidine was used in 
this series. The results show that the incidence of 
neonatal asphyxia was in fact highest in this series, 
suggesting that addition of the antagonists in the other 
three series protects the babies from pethidine-induced 
neonatal asphyxia. 


Further Details of Series D 

There were 13 forceps deliveries in the series (11 in 
primigravidae and two in multigravidae), the indications 
for which were as follows (more than one indication 
being sometimes present): inertia, 4; persistent 
occipito-posterior presentation and transverse arrest, 5 ; 
disproportion, 1; maternal distress, 1; foetal distress, 
3; delay in second stage, 5. 

There were two caesarean sections in the series. One 
was for disproportion and the other for prolonged 
labour with foetal distress. In the latter case the last 
dose of pethidine mixture had been given 23 hours 
before delivery and was thus unconnected with the 
operation. This gives operative intervention in 15 cases, 
or 11.5%, which is not significantly higher than in 
previous years (see Table III). 

The mothers in this series were asked to comment on 
their general care as regards pain relief in childbirth 
(including inhalational methods): 93% appreciated 
their treatment, and a third of these were enthusiastic ; 
the other 7% were not appreciative. 

Forty-eight patients were asked to give an opinion on 
the relative merits of the injections (of premixed 
pethidine) and gas-air inhalation: 33% preferred gas- 
air, 60% preferred the injections, and 7% could not say 
which they preferred. ; 

Side-effects noted in this series were vomiting in 5%, 
drowsiness in 34% (of these a third were very drowsy), 
and two patients behaved in a peculiar manner (this 
aspect will be described in a subsequent report). 

The circumstances relating to the three severely 
depressed babies were as follows. Case 24: toxaemia, 
long second stage, foetal distress, forceps delivery under 
general anaesthesia. Case 61: persistent occipito- 
posterior presentation; foetal distress. Case 92: 
premature labour at 37th week; baby weighed 2 Ib. 
4 oz. (1,020 g.). 

All the babies in this series recovered satisfactorily 
after having their air passages cleared by suction in a 
head-down position and by the administration of oxygen 
through a nasal catheter. None of them were given 
injections of stimulants (nikethamide and lobeline) and 
none required gastric oxygen or endotracheal intubation, 
nor artificial respiration. 


Some Exceptional Cases 


Case 89.—Multigravida aged 28. Normal full-term 
delivery. Labour lasted six hours. The only patient who 
received a double dose (pethidine 200 mg. and levallorphan 
4 mg.), which was given three hours before delivery. She 
became confused; co-operation was only fair. She had 
No Other drugs, but received gas-air later. The next day 
she could remember nothing of her labour. (A double dose 
was tried as pre-operative medication for gynaecological 
patients, and was found often to cause oversedation, 
occasionally semiconsciousness, and was abandoned.) 

Case 51.—Primigravida aged 22. Ante-partum 


haemorrhage and premature labour at 37th week. Labour 


lasted four days; the second stage 30 minutes. She 
received 150 gr. (10 g.) of chloral; a total of 900 mg. of 
premixed pethidine, the first dose 86 hours and the last 
dose 14 hours before delivery ; also morphine } gr. (16 mg.) 
and chlorpromazine 125 mg. Nevertheless, the foetus 
was never distressed, and cried immediately at birth; it 
weighed 74 Ib. (3,400 g.). 

Case 133.—Primigravida aged 26. Normal full-term 
delivery; labour lasted 13 hours. She received 60 gr. (4 g.) 
of chloral; two injections of premixed pethidine, the first 
six hours and the second five hours before delivery, followed 
by gas-air. Analgesia was good. The next day she could 
remember nothing of having her baby. (Some mothers have 
complained of their inability to remember their labour, and, 
although amnesia is generally regarded as an advantage in 
a method, it seems that it is advisable to consult the 
mother in advance on this point when using these mixtures.) 


Comparison of Clinical Reports from the 
Maternity Unit, 1952-7 


Some relevant statistics from the reports of the 
maternity unit at Dartford over the years 1952 to 1957 
are given in Table III. Antagonists were introduced 


TABLE III.—Statistics of Reports from the Maternity Unit, 
Dartford, 1952-7 





| 1952 | 1953 | 1954 | 1955 | 1956 1957 

















Drugs in use | Pp | PP. |P.orP.|/P.&N.|P.&L.|P.& L. 
| &N. or N. or N. 
Total deliveries .. | 1,122 | 1,277 1,209 1,364 1,453 1,450 
P.E. toxaemia (° | | 
incid.)* aod 3-4 | 5-5 5-9 45 5-4 66 
Toxaemia cases, 
foetal mortality 
(%) , : 10 | 14 | 10 18 9 17 
Prolonged labour | | | 
(% oa | 1-0 | 16 | 0-5 1-3 | Il 1-3 
Forceps rate (%) 76 6-5 | 8-1 59 | 63 5-0 
Forceps cases, | | 
foetal mortality 
(%) 8-1 24 50 3-7 33 28 
Caesarean section 
rate (%) 44) 56| 54 63 49 6-4 
Caesarean cases, | 
foetal mortality | 
%) : 8-2 | 70 | 60 93 8-4 4:5 
Operative _inter- | } | 
vention (caesar- | | 
eanandforceps)| 120 | 121 13-5 | 122} 102] 14 
Post-partum hae- | 
morrhage  inci- | | 
dence (%) 3-0 42 40 | 2:5 2:5 2:8 
Manual removal 
of placenta: in- 
cidence (%) 2-0 1-6 | 2-0 20 21 1-6 
Stillbirth rate (%) 26 2:7 | 2:2 20 1-6 2:5 
Neonatal mortal- 
ity rate (%) 3-5 2:2 1-5 2-4 19 1-6 
Total foetal mor- 
tality (%) a 6-2 49 3-8 45 3-6 41 
. | 














* These figures do not include mild cases, whereas in Table I they are 
included. 


late in 1954. It is not proposed to deal with these 
figures in detail; they are given to show that ill effects 
on mother or child have not followed the introduction 
of this method of relieving pain in childbirth. This is 
in spite of the fact that the mothers are now given 
approximately 40% more pethidine than previously, 
with a corresponding improvement in relief of pain. 

There has been little change in the incidence of 
prolonged labour, forceps deliveries, caesarean section, 
post-partum haemorrhage, manual removal of the 
placenta, and stillbirths. There has been a fall in the 
mortality in babies born by forceps or by caesarean 
section, which could be attributable to the use of the 
antagonists in labour. On the other hand, it would 
probably be true to say that the care and resuscitation 
of the newborn have been improved since 1952 by the 
use of a regime more or less as outlined previously 
(Bullough, 1958a). 
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Discussion 

When pethidine alone is used as an analgesic in 
labour it has been found that from 9 to 21% of the 
babies are depressed at birth (Gilbert and Dixon, 1943 ; 
Gallen and Prescott, 1944; Cripps ef al., 1944; 
O'Reilly, 1948; Davis and Tupper, 1949; Paterson 
and Prescott, 1954) even though the drug is withheld 
for a few hours before delivery. Series A confirmed 
this. By mixing an antagonist with pethidine this effect 
can largely be eliminated. However, if too much 
antagonist is used the analgesic action of pethidine may 
be interfered with, so that the least amount of antagonist 
required to prevent respiratory depression is thought to 
be the correct amount to use. 

In series D depression at birth attributable to the 
pethidine mixture was virtually unrecognizable, so that 
it is likely that there is no lack of levallorphan in the 
‘mixture used. The results of using a mixture of 
pethidine 100 mg. with levallorphan 1.25 mg. in a larger 
series of 1,000 cases will be offered for publication. 


Summary 


A series of 130 patients consecutively admitted in 
early labour to one of two maternity wards were given 
intramuscular doses of pethidine 100 mg. premixed with 
levallorphan 2 mg., with the object of preventing 
neonatal respiratory depression. In all, 317 injections 
were given. The mean dosage of pethidine to each 
patient was 242 mg. Injections were started at two 
fingerbreadths’ dilatation of the cervix, and were 
repeated as required through labour. Gas-air or 
“trilene "—air was given in the later stages. 

Of the patients 42% had two injections, 26% had 
one, one patient had nine, and the remainder (33%) had 
three to eight injections. Analgesia from the injections 
was good in 76%, poor or nil in 3%, and fair in the 
remainder. Of 48 patients questioned on the point, 
60% preferred the injections to gas—air as more effective. 
Amnesia was good in 33%, nil in 3.2%. 89% of the 
babies cried within 60 seconds and required no 
treatment; 8%, were moderately and 2% severely 
depressed at birth, but none required stimulants, 
intubation, or intragastric oxygen. There was one 
stillbirth due to ante-partum haemorrhage. The 
incidence of operative deliveries, prolonged labours, and 
post-partum haemorrhage was not increased. The 
results of this series are compared with three previous 
series from the same unit, in which pethidine alone 
and mixtures of pethidine and nalorphine were used. 

It is suggested that, by mixing an antagonist with 
pethidine, more of the latter drug can be given, 
providing better analgesia without causing an increased 
incidence of neonatal asphyxia. 

Relevant statistics from the maternity unit at Dartford 
over the years before and after the introduction of 
pethidine—antagonist mixtures are given, showing no 
evidence of adverse effects on mothers and babies. 


Roche Products Ltd. supplied ampoules of premixed 
pethidine and levallorphan. Burroughs Wellcome Ltd. 
supplied ampoules of premixed pethidine and nalorphine. 
The patients were under the care of Drs. G. Dalley, W. A. 
Chester, and W. Gross, obstetricians to the maternity unit, 
West Hill Hospital, Dartford. Anaesthetics were given by 
the consultant and junior staff of the Dartford Group of 
Hospitals. Labours were conducted by, analgesia was 
administered by, and statistical data were collected by the 
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staff midwives (superintendent Miss M. Gantry), to whom 
special thanks are due for their co-operation. 
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SUBACUTE COMBINED DEGENERATION 
OF SPINAL CORD AFTER EXTENSIVE 
RESECTION OF ILEUM IN 
CROHN’S DISEASE 
REPORT OF A CASE 
BY 


C. N. BEST, M.B., M.R.C.P.Ed. 


Senior Medical Registrar, St. Peter's Hospital, 
Chertsey, Surrey 


Subacute combined degeneration of the spinal cord 
(S.C.D.) due to non-Addisonian megaloblastic anaemia 
is a rare but well-authenticated entity, and the subject 
has been comprehensively reviewed by Richmond and 
Davidson (1958). 

This report records a case following extensive ileal 
resection performed for Crohn's disease. 


Case Report 


A man aged 46 was admitted to this hospital in August, 
1958, complaining of paraesthesiae in the feet and hands, 
tightness and a burning sensation affecting the feet, with 
weakness of the ankles and knees for six weeks. For about 
three months he had noticed progressive visual fatigue 
during his clerical occupation and had become progressively 
irritable, depressed, and disinterested. He had been unable 
to feel the ground with his feet for a few days, and 
admitted that his tongue had recently been sore around the 
margins. 

Past History 

In 1940, after appendicectomy at another hospital, a 
faecal fistula developed, and in 1941 a short-circuit 
operation was performed for what was found to be Crohn's 
disease. In 1942 the diseased area of bowel was excised and 
an end-to-end anastomosis performed. 

He was first seen at this hospital in 1949 with recurrent 
abscess formation in the right inguinal fossa and small- 
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intestine obstruction. The abscess was drained on two 
occasions, and later a short-circuit operation was performed. 

In 1955, after further episodes of abscess formation and 
intestinal obstruction, the whole diseased area of bowel 
was excised and end-to-end anastomosis performed. The 
specimen showed several kinked loops of ileum adherent 
to a mass of mesenteric fat containing many enlarged 
lymph nodes. The microscopical appearances were those 
of long-standing Crohn’s disease complicated by the 
presence of considerable talc granuloma changes. 

Prior to operation his haemoglobin was 9.3 g./100 ml. 
(63%) and the red cells showed anisocytosis and 
polychromasia, but appeared well haemoglobinized. After 
operation his condition improved considerably and he 
gained 30 Ib. (13.6 kg.) in weight in spite of a tendency to 
pass frequent soft stools, one of which contained 59% fat 
by dried weight and showed on microscopy a few 
undigested meat fibres and soap plaques. 

In June, 1956, he was readmitted with a marked 
macrocytic anaemia, recent loss of weight, and frequent 
soft, pale stools. Though there was macroscopic 
steatorrhoea a single stool analysis showed only 27% fat 
by dried weight. His haemoglobin was 6.4 g./100 ml. 
(43%), M.C.V. 153 cubic microns, and M.C.H.C. 32%. 
There were 2.000 white cells per c.mm., with a normal 
differential count. He was treated with a low-fat, high- 
protein diet and oral folic acid 5 mg. twice daily. On this 
regime his haemoglobin rose to 10.7 g./100 ml. (72%), with 
a maximum reticulocyte response of 33% on the sixth day. 
His stool frequency decreased to twice daily and he gained 
weight. He continued taking folic acid, but was not seen 
again until the time of his latest admission. 


Condition on Admission 
He was a swarthy-complexioned, well-built man weighing 
140 Ib. (63.5 kg.). Apart from a much-scarred anterior 
abdominal wall the abnormal physical findings were con- 


fined to the nervous system. The tongue was well 


papillated. 

His gait was ataxic, with absent joint sense in the feet and 
ankles. Vibration sense was absent in the ankles and feet, 
and there was bilateral loss of light touch, with some 
hyperaesthesia to pinprick, in a sock distribution. The calf 
muscles were not tender and there was mild weakness of 
dorsiflexion of the right ankle-joint. There was bilateral 
unsustained patellar clonus with brisk knee- and ankle- 
jerks. The biceps, supinator, and triceps jerks were all 
equal and brisk; both upper abdominal reflexes were 
present, and both plantar responses were extensor. 


Investigation 

Haemoglobin, 12.2 g./100 ml. (82%); M.C.H.C., 31% ; 
reticulocyte count, 2%; white-cell count 7,000/c.mm., 
with a normal differential. The red cells appeared normo- 
chromic, with a moderate degree of anisocytosis. Serum 
vitamin-By level, 25 »ug./ml. (normal, 140-900). Sternal- 
Marrow examination showed active megaloblastic 
erythropoiesis with normal leucopoiesis. A histamine test 
meal showed a normal level of free acid. Faecal fat studies 
showed a daily excretion averaging 19.5 g. over a three-day 
period on a normal ward diet. 

Absorption of **Co-labelled Vitamin By.—After several 
days of intramuscular vitamin-By therapy, urinalysis 
following an oral dose of “*Co-labelled vitamin By: showed 
that there was no significant absorption of this from the 
gastro-intestinal tract, even when intrinsic factor was 
administered at the same time. Six months later, after a 
five-day course of oral chlortetracycline, 250 mg. q.d.s., 
there was no improvement in vitamin-By absorption when 
accompanied by intrinsic factor. 

X-ray Studies—No abnormality was observed in a chest 
x-ray film, and small-bowel studies showed a normal 
mucosal pattern with no stasis. 


E 


Progress 

On cessation of folic-acid therapy and the intramuscular 
administration of 250 vg. of vitamin By twice daily, the 
patient made a remarkable recovery. After 48 hours he 
was able to feel the ground again, and in eight days the 
only abnormal finding was of diminished vibration sense in 
the metatarsus. 

Six months later he was symptom-free on a low-fat diet 
and a weekly intramuscular injection of 1,000 yg. of 
vitamin Biz. He had gained weight, and the optic fundi 
showed no abnormality. His haemoglobin had risen to 
14.1 g./100 ml. (95%), with an M.C.V. of 90 cubic microns 
and an M.C.H.C. of 30%. He said that his legs had taken 
six weeks and his visual and personality changes three 
months to return to their normal state. 


Discussion 


Though the diagnosis of S.C.D. in this case rests 
mainly on the transient extensor plantar responses, the 
visual and personality symptoms suggest that there was 
more than peripheral neuritis present. The serum 
vitamin Bw was also at the very low level at which 
S.C.D. occurs. 

The acute onset of symptoms may be attributable to 
the previous administration of folic acid, and the rapid 
recovery to the withdrawal of folic acid and the 
administration of large doses of vitamin Bu. 

There is no doubt that during the various operations 
the major portion of this man’s ileum had been 
removed, and microscopic submucosal extension of 
Crohn's disease may have further impaired absorption 
from the remaining ileum. There was no evidence of 
the presence of intestinal blind-loops. 

Though in recent surveys of the effects of massive 
resection of the small intestine (Jackson, 1958 ; Pullan, 
1959) it is stated that megaloblastic anaemia has not 
been shown to follow resection of the small bowel, it 
has been observed (Mollin et al., 1957; Booth and 
Mollin, 1959) that not only is vitamin Bn normally 
absorbed from the ileum, but that vitamin-Bi2 absorption 
was grossly impaired in five cases of massive ileal 
resection. One of these cases showed a marked 
megaloblastic anaemia, with a serum vitamin-Bu level 
of 25 upg./ml., and was presumably at risk of develop- 
ing S.C.D. In these cases a course of oral chlortetra- 
cycline produced no increase in vitamin-Biz absorption, 
in contrast to the frequent subsequent increase when 
intestinal blind-loops are present. 

The above case illustrates the danger of a too facile 
administration of folic acid to patients with megalo- 
blastic anaemia secondary to lesions of the small 
intestine. 

As Booth and Mollin (1959) suggest, after operations 
involving resection of more than 6-8 ft. (1.8-2.4 metres) 
of ileum, patients should be kept under regular 
haematological observation. However, demonstration 
of a normal vitamin-Bi uptake about one year after 
operation would presumably make this lifelong 
supervision unnecessary, assuming that iron intake is 
adequate. 

Summary 

The case of a patient with subacute combined 
degeneration of the spinal cord following extensive ileal 
resections for Crohn’s disease is reported. 

The very low serum vitamin-Bu level was compatible 
with the diagnosis, and there was no significant 
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absorption of radioactive vitamin Bu from the intestine 
either when administered with intrinsic factor or after 
a course of chlortetracycline. 


[he dangers of folic-acid therapy in this type of case 
are confirmed. 


| thank Dr. O. R. L. Plunkett for permission to publish 
this case, and Dr. D. L. Mollin for the vitamin-By studies 
carried out at the Postgraduate Medical School of London 
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TWO TYPES OF LUPUS 
ERYTHEMATOSUS CELL FACTOR, 
SHOWN BY INDUCED L.E. CELL 

PHENOMENON IN MAN 
G. BENCZE, M.D. 


J. CSERHATI, M.D. 


From the First Medical Clinic, University of Szeged, 
Hungary 


J. KOVACS, M.D. 


In a previous publication we have shown that typical 
lupus erythematosus (L.E.) cell formation can be 
induced by the transfusion of plasma from cases of 
systemic lupus erythematosus into patients with various 
other diseases (Bencze et al., 1958a). 

The present communication reports further experi- 
ments on similar lines and shows that the plasma factor 
from patients with systemic lupus erythematosus may 
or may not be transferable. 


Method 

Plasma was taken from six patients with typical 
clinical signs of systemic lupus erythematosus in 
whom the L.E. cell formation had been repeatedly 
demonstrated. The blood was taken into citrate (16 
ml. of 3.8% sodium citrate per 100 ml. of blood) and 
kept for 23 hours at +4° C, It was then kept at 37° C. 
for one hour and transfused (at 24 hours from taking). 


The examination for L.E. cells was made by Zinkham 
and Conley’s (1956) rotation method, and was positive at 
that time in all donors. 

The recipients chosen had neoplastic disease (detailed 
in column 2 of the Table, which also includes the three 
experiments previously reported). One recipient was 
transfused with plasma from three systemic lupus 
erythematosus donors and another with plasma from 
two such donors. Before transfusion, the L.E. cel! 
phenomenon was absent in all recipients. 


Results 


Plasma from patient O.P. produced L.E. cells in all 
five of the subjects transfused, even when given in 
amounts as small as 70 ml. (see Table). These cells 
lasted for between 6 and 27 days. In two of these 
five subjects previous transfusions from other L.E 
patients had been negative. (In one of them the 
negative transfusion had been given from two systemic 
lupus erythematosus cases 2! and 26 days before, and 
in the other a negative transfusion was given 18 days 
before.) Nucleophagocytosis and tart cells were present 
in patient P.F. at two, four, and six hours, but no L.E 
cells. The L.E. cells produced were typical and showed 
a positive Feulgen reaction (Bencze et al., 1958b). In 
one of the experiments (fifth line of Table) guinea-pig 
complement was added in vitro without producing L.E 
cells since Formijne and van Soeren (1958) have claimed 
that complement is necessary for the phenomenon 
Only one other out of the total of six donors gave 
positive results (line 10 of Table). 


Discussion 


We deduce from the above experiments that the 
failure to show L.E. cells after transfusion of plasma 
from a lupus erythematosus patient is not due to a 
peculiarity of the recipient but because there are two 
types of L.E. plasma factor, one transferable and one 
not transferable. 

Summary 

Further experiments on the transfusion of plasma 
from patients with systemic lupus erythematosus into 
patients with neoplastic disease have shown that only 
two out of six donors gave positive results. This did 
not seem to be related to the amount transfused. 
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HAEMOLYSIS OF STORED BLOOD 
MIXED WITH ISOTONIC DEXTROSE- 
CONTAINING SOLUTIONS IN 
TRANSFUSION APPARATUS 


BY 
r. C. NOBLE, M.B., M.R.C.P.Ed., D.C.H. 
AND 


J. ABBOTT, B.Sc. 


From the Children’s Hospital and Department of 
Pathology, Sunderland 


In the past few months haemolysis has been seen to 
occur within transfusion apparatus on two occasions. 
In both cases the patients were infants who had been 
given transfusions of stored whole blood followed by 
solutions of 4.3% dextrose with 0.18% saline. The 
blood filters were transferred direct from the bettles of 
blood to the flasks containing the dextrose-saline 
solutions, and inevitably there were mixtures of blood 
ind solution within the flasks. The rates of infusion 
‘ere slow and the environmental temperatures were 
high. Jn vitro haemolysis was noticed after about 12 
hours, when the solutions in the flasks became a clear 
pink. 

It is the purpose of this paper to show that such 
aemolysis is consistent, the degree depending on the 
temperature of the solution, the length of time the 
nixture is allowed to stand, the age of the stored blood, 
ind the extent of its dilution in the isotonic dextrose- 
containing solution. 

Before the following experiments were carried out 
arious proprietary preparations of electrolyte and 
dextrose solution for intravenous 
inalysed, and the accuracy of their advertised contents 
was confirmed. The dilution of stored blood in the 
various solutions was chosen to represent that amount 
of blood which might be transferred on a_blood- 
transfusion filter to a flask containing 1 litre of solution. 
The amount of blood haemolysed, after incubation at 
various temperatures for different times, was determined 
in a colorimeter. 

The Table below shows haemolysis of stored blood 
in different solutions, Blood, in acid-citrate-dextrose 
solution, was taken from the donor two days previously. 
0.05 ml. of blood was mixed with 4 ml. of solution. 
The figures in the Table represent percentages of blood 
haemolysed. 

The experiment was repeated with other variables and 
showed that: (a) donor blood stored for longer periods 
underwent slightly increased haemolysis ; (b) a greater 
dilution than one part of stored blood in 80 parts of 
solution A resulted in increased haemolysis, while a 
mixture of equal parts of stored blood and solution A, 
incubated for 12 hours at 27° C., showed no appreciable 
haemolysis ; (c) bacteriological sterility in the conduction 
of the experiment did not alter the results ; and (d) the 








Solution A | Solution B 

Hours 3 6 12 24 | 3 6 12 

Roomtemp...| 0 | 0 | 56 | 92 o | o| 10 

2? C | 75 | 60 85 100 0 | 17 71 

37° ¢ _ 85 | 87 90 92 77 7 | 87 
| 








infusion were. 





amount of haemolysis in solution A was consistently 
greater than that in solution B throughout five different 
experiments. 


Discussion 

It is probable that isotonic infusion solutions were 
originally produced to avoid the chance of intravascular 
haemolysis during rapid transfusion, but it has become 
common practice to allow such solutions to mix with 
stored blood in transfusion apparatus. This appears to 
be safe where the isotonic solution contains electrolytes 
only, but haemolysis is apt to occur within the apparatus 
if dextrose is incorporated in the solution, and for some 
obscure reason is greater in isotonic glucose-saline 
solution than in isotonic glucose alone. Such 
haemolysis does not occur within six hours at room 
temperature, and is therefore unlikely to be encountered 
in the transfusion of adult patients. 

In paediatric practice it is often necessary to give to 
an infant a transfusion of stored blood followed by 
isotonic glucose-saline solution, and it is here that a 
flask containing a litre of solution may be in use for 
24 hours or more. Moreover, a special effort may be 
made to warm up the environment if the infant's 
temperature is low. Thus if any of the stored blood is 
introduced into the flask containing the glucose-saline 
solution the stage is set for in vitro haemolysis to occur. 

It might be argued that the amount of haemoglobin 
liberated by the haemolysis of a few millilitres of blood, 
if transfused slowly over a period of 24 hours or more, 
would be unlikely to cause any harm, but it is probably 
better to eliminate the risk, especially when the infant's 
renal function may be impaired by shock or dehydration. 
The danger can be prevented by renewing the blood- 
contaminated filter during the changeover from stored 
blood to isotonic glucose-containing solution during 
continuous intravenous transfusion. 

We have not attempted to investigate the cause of the 
haemclysis described, but the papers of Ebaugh et ai. 
(1957a, 1957b) suggest that it is due to the passage of 
glucose into the red-blood cells with disturbance of 
osmotic equilibrium. These workers demonstrated 
reduced’ survival, after transfusion, of radioactively 
labelled red-blood cells which had been diluted with a 
solution of 5% dextrose and 0.225% saline for varying 
times before injection into patients. They also found a 
great increase in the glucose content of the‘ted-blood 
cells, and a progressive increase in cell volumes; Teach- 


ing a maximum of 180% of normal after two hols’ 


exposure to the glucose-saline solution in vitro. 


Summary 


Mixtures of stored blood and isotonic dextrose- 
containing solutions within transfusion apparatus will 


result in haemolysis of the stored blood in certain’ 


circumstances. 

Such haemolysis depends on the presence of dextrose 
in the isotonic solution, and the amount of haemolysis 
varies with the dilution of the blood in the dextrose- 

















Solution C _| - 
jm | 3 | 6 | 1242 | 3 | 6 | 12 | 2 
s| 0 |o | o 0 0 0 0 0 
96 0 0 0 0 0 0 0 0 
100 0 0 0 2 0 0 0 0 



































Solution A =0 18% saline with 43% dextrose. Solution B=5% dextrose in water. Solution C=Ringer’s solution. Solution D=Normal saline. 
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containing solution, the length of time the mixture is 
allowed to stand, the temperature, and the age of the 
stored blood. 

Significant haemolysis is most likely to occur in 
paediatric practice, where, owing to slow infusion, 
stored blood and dextrose-containing solution may 
remain in mixture for some hours. 

All such haemolysis can be avoided by renewing the 
filter when stored blood is followed by glucose solutions 
in intravenous transfusion. 

The haemolysis is explained by the entry of dextrose 
into the red blood cells with increased cell volume and 
fragility 
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ORAL THEOPHYLLINE COMPOUNDS 
IN CHRONIC ASTHMA 
A BLIND CLINICAL TRIAL 


BY 


C. D. R. PENGELLY, M.D., M.R.C.P., M.R.C.P.Ed. 


Senior Registrar 
AND 


WILLIAM BROCK3ANK, T.D., M.A., M.D. 
F.R.C.P. 


From the Asthma Clinic, Manchester Royal Infirmary 


The alkaloid theophylline is not very soluble (1/180 in 
water at 20° C.). It is also a gastric irritant (Martindale, 
1958). The unmodified drug has not achieved a reputa- 
tion of substantial therapeutic value in the treatment 
of asthma. The combination of theophylline with 
ethylenediamine (aminophylline) has been in use since 
1908. This is a freely soluble compound, and the value 
of its parenteral administration, especially intravenously. 
in the treatment of severe asthma is undoubted and 
generally accepted (British Medical Journal, 1957). Its 
superiority by intravenous injection in the treatment 
of chronic bronchitis and asthma over theophylline 
ethanoate of piperazine (“ etophylate ”) and dihydroxy- 
propyl theophylline (“neutraphylline”) has been 
demonstrated by Phear (1957). 

Aminophylline, however, when dissolved, makes a 
strongly alkaline solution and is hydrolysed in the 
stomach, with the production of free theophylline 
(Turner-Warwick, 1958), and is therefore assumed 
frequently to cause symptoms of gastric irritation after 
oral administration. 

Within recent years a large number of compounds of 
theophylline have been introduced for oral administra- 
tion which are readily soluble in water, making a neutral 
solution stable over a pH of wide range. It has been 
considered that their use may be freer from the gastro- 
intestinal side-effects produced by theophylline itself or 
aminophylline (Turner-Warwick, 1958). Plasma levels 
of theophylline have been found higher after oral 
aminophylline than after the same dose of theophylline 
administered as theophylline sodium glycinate (Turner- 
Warwick, 1957), and this work also suggested that the 
therapeutic effect of these and other theophylline 
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compounds depended on the plasma _ level of 


theophylline achieved. 


Method and Trial 


Clinical comparisons of the efficacy of the new oral 
theophylline compounds with that of aminophylline in 
blind trials do not appear to have been made. It was 
thought that such a comparison might be interesting, 
and a blind trial was therefore undertaken, using tablets 
of identical appearance containing either aminophylline 
or theophylline sodium glycinate. The amount of 
theophylline in each tablet was 150 mg. 

The tablets were put into bottles by the chief 
pharmacist. Each bottle contained a month’s supply 
for one patient. The bottles were allotted numbers at 
random, and the key to the identity of the tablets was 
kept by the chief pharmacist until the trial had been 
completed. 

The patients used in the trial were all chronic 
asthmatics whose ages ranged from 21 to 66 years, with 
an average of 41. All were using antispasmodics by 
mouth or inhalation regularly. They were each 
observed for one week at least before being included 
in the trial. No patient was given the tablets if 
spontaneous improvement had taken place during the 
initial period of observation. Those patients actually 
used were each given a bottle of tablets and instructed 
to take two tablets three times daily just before meals 
They were seen at fortnightly intervals for reassessment, 
and again one month after the tablets had all been 
taken. A patient was considered “ much improved ” if 
the need for all antispasmodics vanished ; “ improved ” 
if the need for antispasmodics decreased and the 
exercise tolerance improved ; and a “ failure” either if 
there was no improvement in the asthma or if severe 
side-effects precluded continuation of the course of 
tablets. Thirty-four patients were included in the trial. 
After every individual patient had been finally assessed 
the key was opened and the identity of the tablets given 
to each was discovered. 

Results 


The results are shown in Table I. It is obvious that 
the patients taking the theophylline sodium glycinate 
fared no better than those taking the aminophylline ; in 


Tasie I.—Results of Treatment 








| No. on No. on Theophylline 
Result Aminophylline | Sodium Glycinate | 7°! 
Muchimproved ..| 6 (50%) } 6 (50%) | 42 
Improved 5 (62-5%) 3 (37-53%) | 8 
Failure | 5 (35-5%) 9 (64-5%) 14 


fact, they fared rather worse, but the difference is not 
statistically significant. Partial or complete relapse 
occurred within a month of the end of the trial in all 
the “ improved ” and “ much improved ” patients except 
four, two having received aminophylline and two 
theophylline sodium glycinate. 

The incidence of side-effects is shown in Table I. 
Again there was no obvious difference between the two 
groups. Purely gastro-intestinal symptoms were noted 

TaBLe II.—Side-effects 











| , 
No. on | No. on Theophylline 
Results Aminophylline Sodium Glycinate Total 
Side-effects present .. | 8 (42%) 11 (58%) 19 
No side-effects noted | 8 (53%) 7 (47%) 15 
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in seven patients on aminophylline and eight in the 
other group. 

All except two of the patients who were considered 
“failures” stopped taking the tablets because of side- 
effects. One of the two exceptions was taking amino- 
phylline and the other theophylline sodium glycinate. 
The side-effects noted were dyspepsia, nausea, vomiting, 
palpitations, headaches, and dizziness. 


Discussion 

lt is easy to arrive at a clinical impression that one 
drug is superior to another in the treatment of any 
condition, especially when there is a certain amount of 
theoretical backing for the assumption. For some years 
the staff of the Asthma Clinic have not been using plain 
oral aminophylline, under the misapprehension that the 
new theophylline compounds were having a better effect 
in mild and moderate asthma. Theophylline sodium 
glycinate has been used extensively, but this blind trial 
has indicated that it is no better than aminophylline. 
The results are consistent with the finding that plasma 
levels of theophylline are higher after the oral 
administration of aminophylline than after theophylline 
sodium glycinate (Turner-Warwick, 1957). It would 
prove interesting to test other theophylline compounds 
in the same way in a blind trial, particularly choline 
theophyllinate, which apparently gives plasma levels 
of theophylline comparable to those produced by 
aminophylline. 

Summary 

The effectiveness of treatment of chronic asthma 
with oral theophylline sodium glycinate has been 
compared in a blind trial with that of aminophylline, 
the dosage of theophylline being identical. It has been 
shown that the theophylline sodium glycinate produced 


no better improvement in the patients’ symptoms, . 


neither did it give fewer side-effects than the 
aminophylline. 


Our thanks are due to Mr. J. B. Lloyd, chief pharmacist, 
Manchester Royal Infirmary, for his help, and to Nicholas 
Products Ltd. for supplies of aminophylline and theophylline 
sodium glycinate. 
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The Tobacco Manufacturers’ Standing Committee, set up 
to assist research into the relationship between smoking and 
health, has recently issued its report for the year ending 
May 31, 1959. On the recommendation of its scientific 
advisers, the Committee has approved the following as 
being the main fields of research with which it should 
concern itself: factors affecting smoking habits; the 
chemical and physical properties of tobacco and tobacco 
smoke ; the principles of the smouldering process applicable 
to tobacco ; biological activity of tobacco smoke ; factors 
affecting the incidence of lung cancer and certain other 
diseases ; and the physiological and psychological effects of 
human smoking. In his most recent annual report on the 
state of the public health, the chief medical officer of the 
Ministry of Health noted certain clinical impressions that 
emotional disturbances played an important part in the 
development of cancer, and the committee has appointed 
Dr. D. M. KiIssSEN to a research post in psychosomatic 
medicine in Glasgow to study the relationship of emotional 
factors to physical diseases in general, including lung and 
other cancers (Annual Report, Tobacco Manufacturers’ 
Standing Committee). 
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Relationship of Cortisone Therapy to 
Pancreatic Necrosis 


Recent work has suggested the occasional occurrence of 
pancreatic necrosis as a complication in children 
receiving steroid therapy. Thus Baar and Wolff (1957) 
drew attention to the occurrence of pancreatic necrosis 
in two children following corticoid therapy for asthma 
and dermatomyositis, arguing that there was some 
connexion between steroid therapy and this exceptional 
condition. A further case report (Marczynska- 
Robowska, 1957) records the occurrence of pancreatic 
necrosis in Still’s disease, while the concept is 
strengthened by the experimental work of Stumpf and 
Wilens (1955). 


Carone and Liebow (1957) carried out a histological 
study on material obtained from necropsies on 54 
consecutive patients who had received steroid therapy, 
and in 16 of these there was evidence of pancreatitis, 
fat necrosis, or both. Polyarteritis and leukaemic 
infiltrations were found in only two examples of a 
comparable batch of material studied for the purpose 
of control. 


In view of the importance of this association the 
following case of a woman, aged 71 years, suffering 
from rheumatoid arthritis and treated by the prolonged 
administration of steroids, is recorded. 


Case History 


The patient was admitted to hospital in May, 1957, with 
a recent history of haematemesis and melaena following 
cortisone therapy (37.5-75 mg. a day) for a period of six 
months. On investigation there was no evidence of peptic 
ulceration, and after an uneventful recovery she was 
discharged from hospital. Her condition deteriorated, and, 
because of severe pain, steroid therapy (doses varying from 
10-15 mg. of prednisone daily) was recommended in 
November, 1957. 

Several weeks before her final admission to hospital she 
developed marked polydipsia; at this time the blood- 
sugar level was 437 mg. per 100 ml. and there was a 
heavy glycosuria with a trace of ketonuria. She was 
referred to a diabetic clinic, but for some reason failed to 
attend. 

After some delay she was admitted to hospital with a 
clinical picture of diabetic coma. The blood-sugar level 
was 1,290 mg. per 100 ml., and there was marked glycosuria 
with only a trace of ketonuria on repeated testing. Her 
condition was, however, treated as one of diabetic coma 
by the administration of parenteral fluids and insulin, with 
intravenous hydrocortisone acetate (100 mg.) as a4 
replacement measure. Despite the return of electrolytes to 
normal levels, and complete rehydration 20 hours after 
admission, her condition deteriorated and she died in a 
state of anuria 36 hours after admission. 

Necropsy disclosed the following conditions. Numerous 
fat necroses in peritoneum over pancreas and mesentery ; 
swollen dark-red oedematous pancreas, 25 by 10 by 10 cm., 
with extensive haemorrhagic necrosis; extravasation of 
haemorrhagic fluid into root of mesentery and lesser 
omentum; severe fatty change in liver; congestion and 
cloudy swelling of kidneys; chronic rheumatoid arthritis 
of knees. The body was that of a cyanosed, obese, well- 
developed woman. There was no significant change in the 
other organs. 
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COMMENT 


There appears to be increasing evidence that steroid 
therapy may occasionally be complicated by pancreatic 
necrosis, and in this connexion the present case report 
is worthy of record. 

LEONARD SaSH, M.B., D.C.H., 
London, N.W.6. 
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Apparent Foetal Death Due to Compression 
of Prolapsed Umbilical Cord 


Prolapsed cord carries a very real risk to foetal survival 
during labour. In the case reported the presence of a 
developmental abnormality of the placenta—namely, 
that of velamentous insertion of the cord—proved to 
be instrumental in preserving the life of the foetus until 
delivery. 

Case REPORT 

The patient, aged 43, had had five previous pregnancies. 
The first, in 1937, was normal in every way, and a female 
child weighing 8} Ib. (3,855 g.) was born. The second, in 
1939, was again normal, and a male child weighing 
9 Ib. 13 oz. (4,450 g.) was produced. The third, in 1947, 
ended in a miscarriage at three months; a further mis- 
carriage occurred at about six weeks in 1948. In 1950 
the pregnancy ended in the stillbirth at eight months of a 
7-months-old macerated foetus; there was no concrete 
evidence of toxaemia, but the patient had vulval oedema. 

At 4 a.m. on October 12, 1957, aching pains in the groins 
and thighs began. On examination at 9 a.m. the uterus 
was at term, there was a moderate degree uf hydramnios, 
the abdominal girth being 43 in. (109 cm.), and the foetal 
heart sounds were muffled. The lie was oblique, with the 
head in the right iliac fossa. Pentobarbitone sodium, 3 gr. 
(0.2 g.), was given at 10 a.m. At noon there was no 
change, the pains being as before. At 11 p.m. there was 
still no change, and pethidine, 100 mg., was given. 

After a good night's rest she took a light breakfast; 
the pains were still vague. On examination at 10 a.m. the 
head remained high, the foetal heart sounds were still 
muffled ; B.P. 130/85. The membranes ruptured spontane- 
ously at 6 p.m. and on vaginal examination the cervix was 
found to be dilated two to three fingerbreadths and a 
prolapsed loop of umbilical cord was felt in the left 
posterior quadrant ; there were no pulsations, and the foetal 
heart was inaudible. Two unsuccessful attempts were made 
to push the cord above the presenting part. The patient 
declined transfer to hospital. At 7.30 p.m. the help of 
our consultant colleague was sought; he confirmed our 
findings and added that there was some flattening of the 
pelvic brim. The foetus was presumed dead. At 9 p.m. 
the uterus was contracting moderately and an injection of 
morphine and scopolamine was given. Half an hour later 
the uterus was having good contractions, and at 10.15 the 
cervix was fully dilated and cord pulsations recommenced. 
A male infant weighing 8 Ib. 2 oz. (3,685 g.) was delivered 
normaily at 10.30 p.m. He was very cyanosed and atonic, 
but responded well to the usual resuscitative measures, 
including oxygen and lobeline. The third stage was normal ; 
the loss was 10 oz. (285 ml.), and the placenta and 
membranes were complete. There was a velamentous 
insertion of the umbilical cord. 


COMMENT 


The incidence of prolapse of the umbilical cord 
occurring during labour in domiciliary midwifery has 
been referred to by Cookson (1954), who asserts that 
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on average one would have to be in practice for 10 
years before one saw a case, and that in 40 years’ 
general practice one could expect to see only four such 
cases. Bourne (1954) and Gibberd (1951) give figures 
of 50% and 60% respectively for the foetal mortality 
of this complication, and both give its incidence as |! 
in 300 of hospital deliveries. Eden and Holland (1948a) 
suggest a more optimistic estimate of 25% foetal 
mortality. 

The factors predisposing to prolapse of the cord are 
those which prevent a good fit of the presenting part 
into the brim of the pelvis. Cephalo-pelvic dispro- 
portion (of which there are many types), hydramnios, 
and placenta praevia are the usual factors encountered ; 
occasionally operative interference which disturbs the 
presenting part causes prolapse, and it has also been 
stated that unusual length or low insertion of the cord 
may bring about this complication. 

In the above case the cause of the prolapse was the 
imperfect fit of a normal foetal head into the flattened 
brim of the maternal pelvis: a degree of hydramnios 
assisted the prolapse when the membranes ruptured. 
No pulsation was felt in the loop of the cord, which 
could not be pushed above the presenting part, and 
pulsation remained undetectable for four and a 
quarter hours. The foetal heart sounds were in- 
audible, and it was felt by all in attendance that the 
baby would be stillborn. We have no information con- 
cerning how long a foetus can survive in utero without 
oxygen, but Eden and Holland (1948b) suggest that, as 
recovery can be made from a state of complete apnoea 
lasting for 30 minutes after birth, it may be that 
compression of the cord could be tolerated by a foetus 
in utero for a similar period. 

The interesting and indeed life-saving feature of this 
case was the presence of the velamentous insertion of 
the umbilical cord into the placenta ; according to Eden 
and Holland (1948c) this occurs in only 1 or 2% of 
all placentae. It is submitted that in this case the foetus 
derived enough oxygenated blood to keep it alive 
through a small uncompressed vein in the leash of 
vessels forming this peculiar type of insertion, the 
remaining vessels being so compressed as to render 
pulsation impalpable. 

The chances of a prolapsed cord occurring along with 
a velamentous insertion are calculated to be 1 in 15,000 
—but what the chances are of this particular sequence 
of events taking place again we would hesitate to say. 
The most important thing is that the child shows no 
evidence of having been adversely affected by his 
hazardous birth. 


Our thanks are due to Mr. R. L. Hartley, F.R.C.O.G., 
consultant obstetrician and gynaecologist, Wigan Royal 
Infirmary, for his co-operation and advice in the management 
of this case, and to Miss M. Stokes and Miss M. Gould, 
our district midwives. 


G. A. Futon, M.B., M.R.C.S., D.P.H. 
N. T. Burnett, M.B., Ch.B. 
General Practitioners, Ashton-in-Makerfield 
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ARMY MEDICAL SERVICES IN THE WAR 


Medical History of the Second World War. The Army 
Medical Services. Campaigns. Volume I[—Sicily, laly, 
Greece (1944-45). By F. A. E. Crew, F.R.S. (Pp. 645+ 


xxxviii; illustrated. £5.) London: H.M. Stationery Office. 


1959. 
“TI could have sworn . How often does one hear a 
remark like that when one’s memory is being tested! 
It is therefore instructive to read of happenings some 
15 years old when the facts are so ably co-ordinated 
by Professor Crew in the third volume of the Army 
Medical Services—Campaigns, then to compare those 
facts with one’s memories. One value of this medical 
history lies in the very clear presentation of the actual 
happenings of the campaigns in Sicily and Italy. The 
tragic consequences of the almost complete disregard of 
the available medical advice on the prevention of malaria 
by commanders is given with emphasis and considerable 
tact. The real value of this history is contained in the 
chapter on lessons learnt. The main substance of the 
volume will be of intense interest to those who took 
part in the campaign, but the chief value will come if 
the mistakes made (and there were many) are recognized 
and steps taken to overcome them form the basis of 
future planning. Apart from the gradual development 
of the best way to deal with the wounded man on an 
advancing front, frequently in very difficult terrain and 
appalling weather, several most informative lessons 
require emphasis. Possibly the most important is the 
irrefutable fact that air transport of casualties must 
become a normal method of evacuation even from the 
most advanced sites. It is interesting to note that it 


took prolonged fighting to persuade the general staff - 


that the A.D.M.S. of a division was a commander of 
troops, and as such must be given the facilities to 
exercise his command. 

In these campaigns two great medical problems stood 
out in sharp relief: that of the prevention of malaria 
and the control of venereal disease, both capable of 
control, but from very different angles. It was clearly 
demonstrated that, in addition to the personal attitude 
to malaria, the problem can only be adequately dealt 
with by Central Army Control radiating to the 
periphery, and that commanders must be well seized 
with their responsibilities in this matter. Old habits 
die hard, hence the difficulty in persuading commanders 
to accept the need for doing away with shorts and 
sleeveless shirts when their troops are fighting in 
malarious terrain. Though not mentioned in this text, 
one famous commander was heard to remark, “ Over 
my dead body will orders be issued to rob the British 
soldier of his shorts in hot weather.” He little knew 
how near he was to the truth, as his professional 
reputation suffered badly when, ignoring medical 
advice, his troops showed a high incidence of 
preventable malaria. The incidence of venereal disease, 
at the best of times a complex affair, presented a socio- 
medical problem of huge proportions, demonstrating 
the fundamental importance of true discipline. 

This volume of the history of the Army Medical 
Service in the second world war maintains the high 
Standard of literary composition, exactness of detail, 
and balanced expression of opinion which is 
characteristic of the author. It would be easier to read 


such books if the maps were of the “ fold-up pull-out ” 


variety, as it is hard to follow the course of events on 
maps which cover several pages of the text. The 
history is a valuable addition to our knowledge of the 
capacity and the requirements of our medical services, 
and pays a fine and fully justified tribute to the efforts 
of the medical services under circumstances scarcely 
equalled for difficulty in any other campaign in the 
second world war. :C A Boom 


R.A.F. MEDICAL SERVICES IN THE WAR 


Medical History of the Second World War. The Royal Air 

Force Medical Services. Edited by Squadron Leader S. C. 

Rextord-Welch, M.A., M.R.C.S., L.R.C.P., R-A.F. Volume 

I1I—Campaigns. (Pp. 730+xxv;__ illustrated. £5 5s.) 

London: H.M. Stationery Office. 1958. 

This volume deals with the operations of the R.A.F. 
Medical Services in the field in the eleven campaigns in 
which the R.A.F. participated in World War II. It 
shows the many difficulties that had to be overcome, 
particularly in the early years of the war when relatively 
small forces had to be provided for at numerous 
scattered bases of operations ranging from the Arctic 
Circle, throughout Africa and the Middle East, to the 
Far East. Consequently the Medical Services had to 
be expanded tenfold, so that nine-tenths of the personnel 
were non-regulars. These recruits had, to a large 
extent, to learn Service requirements the hard way by 
experience in the field under either extremely cold or 
very hot conditions, as there were too few regulars to 
post to the innumerable small units (squadrons) which 
were a feature of the R.A.F. organization. This history 
records the fine achievements of the R.A.F. Medical 
Services, particularly by the mobile field hospitals in 
the forward areas, in the evacuation of casualties, and 
by the practice of preventive medicine in relation to 
food-borne and insect-borne diseases, which otherwise 
would have greatly reduced the striking powers of the 
R.A.F. Much of the credit for the success of these 
endeavours belongs to those who served temporarily 
during the war. The R.A.F. policy of having mobile 
field hospitals (M.F.H.s) capable of keeping pace with 
the movements of squadrons in the forward areas paid 
handsome dividends, as many casualties, especially 
aircrew and other skilled personnel, were enabled to 
return to their units within a short period. These 
M.F.H.s were staffed and equipped adequately to cope 
with most types of casualty, and were capable of 
functioning as static hospitals when required. They 
held casualties whose ineffectiveness was likely to be of 
short duration (less than a month). This procedure of 
holding them near their parent unit helped to maintain 
morale and esprit de corps, which would have been lost 
in many cases by evacuation to base, where softening 
factors were prevalent. The evacuation of casualties by 
air is recorded from impromptu beginnings in 1939 to a 
vast organization in the later years of the war. About 
half a million patients were transported by air in all 
theatres of operations. The maximum number of 
casualties so transported in a day was 934 from 
Normandy to England on August 11, 1944, which 
demonstrated the high efficiency of this organization 
during a battle period. 

As regards preventive medicine, West Africa was used 
effectively as a proving ground to assess the value of 
various antimalaria measures in preparation for an 
extensive campaign against the disease in the Far East, 
where victory over malaria had to be attained to help 
to ensure the success of operations against the enemy. 
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In these matters the Army and R.A.F. worked in full 
collaboration, so avoiding overlapping and waste of 
material and man-power. Though sandfly fever had been 
practically eliminated at R.A.F. stations in Malta for 
several years before the war thanks to the practice of 
prophylactic measures recommended by the R.A.F. 
Sandfly Commission in 1922, this disease became the 
chief cause of sickness and non-effectiveness of R.A.F. 
personnel there during the siege of Malta from 1940 to 
1943. This retrogression was due to masses of rubble 
resulting from enemy bombardment providing ideal 
breeding-grounds for sandflies. By 1945, however, 
supplies of D.D.T. were adequate to treat the rubble 
and quarters, and the incidence of sandfly fever was 
markedly reduced. Despite the large numbers of 
personnel stationed in or in transit through yellow-fever- 
endemic areas in West Africa, there was not a single 
case of this disease. Doubtless this was due to the 
protective action of the anti-yellow-fever vaccine given 
before leaving the United Kingdom. 

This volume is worthy of study, not only by those in 
the military services, but also by civilians engaged in 
preventive medicine and hygiene in warm climates. 


HAROLD E. WHITTINGHAM. 


FELLOWS OF THE ROYAL SOCIETY 
spopeghices Memoirs of Fellows of the Royal Society. 
1958—-Volume 4. (Pp. 359; with portraits. 30s.) London: 

The Royal Society. 1958 
One by one the scientific giants of the early years of the 
present century depart from us, leaving their works as 
a lasting memorial. The record of their researches with 
full bibliographies in this series is of great value. In 
the present volume the different authors of the separate 
memoirs maintain the high standard of appraisement 
and literary ability set by their predecessors. 

The 27 Fellows here commemorated comprise five 
chemists, four mathematicians, three geologists, three 
engineers, three physicists, a biochemist, a zoologist, a 
botanist, four medical scientists, and two statesmen— 
John Anderson (Viscount Waverley) and Walter Elliot. 
Lord Bridges contributes an eloquent and masterly 
account of Lord Waverley’s life. Like another states- 
man, Sir Stafford Cripps, John Anderson began his 
career as a chemist, and at Leipzig in 1903-4 wrote a 
thesis on the chemistry of uranium. He had many links 
with medicine throughout his career: first on the 
National Insurance Commission, then as Second 
Secretary of the Ministry of Health, as Permanent 
Under-Secretary of State at the Home Office, and in 
his later years with the Medical Research Council as 
Lord President of the Council. He put at the service 
of Government his scientific as well as_ his 
administrative gifts, especially in the advance of nuclear 
energy, and always encouraged medical progress. 


Two other scientists who became statesmen were 
F. A. Lindemann (Viscount Cherwell), and Walter 
Elliot. The first was an eminent physicist whose 


services in the second world war were conspicuous and 
are ably recorded by Sir George Thomson and Sir 
William Farren. Lord Boyd-Orr and Sir Stephen 
Tallents contribute an appreciative memoir of Walter 
Elliot. Elliot qualified M.B., B.Ch. Glasgow in 1913. 
His early researches were on nutrition, for which he 
obtained a D.Sc. degree ; and he had an abiding interest 
in the subject when Minister of Agriculture, Secretary 
of State for Scotland, and Minister of Health. In the 
last-named office, before and in the early days of the 
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war, his work in administering the Emergency Health 
Services and the evacuation schemes should not be 
forgotten. 

Two outstanding medical scientists receive their 
meed of praise here. Sir John Parsons, who by his 
teaching, published work, and researches so greatly 
added to modern knowledge of the physiology and 
pathology of the eye, died in 1957 in his 90th year. His 
memoir is admirably written by Sir Stewart Duke-Elder. 
The life of Sir Ernest Kennaway, which was herpic as 
well as rendered illustrious by his discoveries in 
physiological chemistry and, especially, in cancer 
research, is sympathetically recorded by J. W. Cook. 
We can only briefly refer here to the other medical 
memoirs—one on J. B. Leathes, the physiologist, by Sir 
Rudolph Peters, and the other on Charles Todd by 
C. H. Andrewes. Of interest also to medical readers is 
the memoir of A. J. Ewins by Sir Henry Dale. Ewins 
was the discoverer of sulphapyridine (pyridylsulphanil- 
amide), popularly known as “ M and B,” which marked 
so important an advance in the treatment of cerebro- 
spinal fever and pneumonia. The memoirs of the 
remaining Fellows equally repay perusal; and the 
volume as a whole records conspicuous advances in 
many branches of scientific progress. 


ARTHUR S. MACNALTY. 
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ROYAL PRESIDENT 
A new link was forged this week between the Royal 
Family and the British Medical Association when, on 
Wednesday afternoon, H.R.H. The Prince Philip. 
Duke of Edinburgh, was installed as President in the 
Great Hall of B.M.A. House by the retiring President, 
Sir Arthur Thomson. The Hall was packed with 
representatives from every Division and Branch of 
Britain and with Fellows of the B.M.A.—and their 
ladies. Among those supporting the President were 
Sir Arthur Porritt, the President-Elect ; the Officers, 
Gold Medallists, past Presidents, and Vice-Presidents 
of the Association; Dr. E. Kirk Lyon, Deputy 
President of the Canadian Medical Association ; Dr. 
Murray Douglas, Chairman of the General Council of 
the Canadian Medical Association; Dr. Louis Orr, 
President of the American Medical Association ; and 
the Mayor of St. Pancras. Those present on the 
platform had walked in procession through the centre 


of the Great Hall, and, when everyone had been. 


seated, Sir Arthur Thomson bestowed the Presidential 
Badge on our new President, and in a few gracious 
words said that in accepting this high office Prince 
Philip offered us encouragement to pursue the ideal 
of the founder of the B.M.A., Charles Hastings, of 
restoring to medicine “ the unity and ideal of clinical 
work that was first defined by the Hippocratic School 
in Periclean Athens.” Not since the opening of 
B.M.A. House by King George V and Queen Mary 
in 1925 has Tavistock Square been the scene of such 
pageantry and enthusiasm. A great and historic 
occasion was made even more memorable by the 
dinner on Wednesday evening at the Guildhall, when 
an assembly of distinguished guests joined with the 
British Medical Association in paying tribute to our 
Royal President. This week’s Supplement contains 
an account of this. 

We are proud to recall that at the beginning of this 
century, in 1901, King Edward VII became our first 
Royal Patron. Since then the Association has been 
similarly honoured by each successive Sovereign, and 
to-day our Royal Patron’s Consort is our President. 
We welcome him as a humanist with a lively 
practical interest in industry, technology, and science. 
“ Nobody,” he said at Cambridge in 1955," “can be 





L At a Conference of European University Rectors and Vice-chancellors. 
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termed a complete man who has no knowledge of 
what science has to teach, and, equally, human obliga- 
tions cannot be escaped on the grounds of being a 
specialized scientist or technologist.” Like the Prince 
Consort, to whom Prince Philip paid tribute in his 
Presidential Address to the British Association in 
1951, he, too, has the cause of industrial and 
scientific progress near to his heart. As a layman 
perhaps his greatest contribution is to make those 
who have never handled a test-tube, worked at a 
bench, or been inside a factory feel that interest in 
science matters, and to encourage the same sense of 
intellectual excitement in relation to science as stirred 
our forefathers when Darwin a hundred years ago 
gave man a new horizon to the human scene. “It 
is not only scientists who can make a contribution 
to science,” he told a meeting of New Zealand 
scientists ; “ almost as much can be done by men in 
authority, in industry, in the Services, in politics, or 
in administration who have a scientific outlook. 
These men can help because they can make the 
openings, they can authorize research and encourage 
its application, and also because their faith in the 
scientist can be his greatest inspiration.” Prince Philip 
has demonstrated his faith in this belief by his interest 
in the British Association, by his Study Conference 
on the Human Problems of Industrial Communica- 
tions within the Commonwealth and Empire, by his 
honorary fellowships of the Royal College of 
Physicians and the Royal College of Surgeons, and 
by his Patronage of the Royal College of Surgeons 
of Edinburgh. We like to think now that he has 
carried it a stage further by accepting for the year 
1959-60 Presidency of both the Canadian Medical 
Association and the British Medical Association. 
When Prince Philip addressed our colleagues in 
Canada in June, he gave them a lively reminder of 
his own interest in physical fitness by challenging 
medical preoccupation with disease. As might be 
expected, his special interest is in the physical fitness 
of youth and in promoting this. In furthering this 
Prince Philip has been what our American colleagues 
call a “ shirt-sleeves” president of such movements 
as the National Playing Fields Association and of the 
Central Council for Physical Recreation. He has 
been an exemplar of his own statement that “ much 
can be done by men in authority . . . who have a 
scientific outlook.” In his Presidential Address to 
the B.M.A. on Wednesday, which is published in our 
opening pages, Prince Philip directed himself more 
particularly to the Association as an organization. He 
looks at the B.M.A. as one of those things which 
justify our idea of freedom and democracy—freedom 
because the essence of it is self-control as opposed 
to outside direction, and democracy because those 
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who exercise the control are the ordinary members 
of the profession. Singling out for special reference 
the fifth of Charles Hastings’s original objects of 
association—*“ the maintenance of the honour and 
respectability of the profession generally . . .”—it is 
encouraging to note that our new President looks 
upon this as meaning that the profession was 
responsible for its own ethics: “This is really the 
crux of any professional organization.” Looking at 
the wider concern of the B.M.A., Prince Philip draws 
particular attention to the establishment of the 
Commonwealth Medical Conference and the found- 
ing of the World Medical Association. He sees in 
the close relations between professional organizations 
throughout the world the best chance of achieving some 
kind of universal understanding, and expresses the 
hope that the World Medical Association will develop 
an influence and a prestige similar to that which the 
B.M.A. itself has achieved in Britain. Here again 
he gives encouragement at a time when the World 
Medical Association is suffering from growing pains. 

Our Royal President has such great claims upon 
his time that the Association is indeed honoured by 
his acceptance of the highest office the B.M.A. has 
in its power to bestow. Here, as in Canada, the 
workaday duties of the President will be carried 
out by a deputy, and the Association is most 
fortunate that Prince Philip’s deputy is the retiring 
President, Sir Arthur Thomson, who during his past 
year of office has undertaken far more for the 
B.M.A. than a president might normally be expected 
todo. Sir Arthur has been indefatigable in attending 
meetings of the Association all over the country, and 
has never lost an opportunity of stressing those first 
four objects of our founder relating to the scientific 
and clinical aspects of a doctor’s work. The British 
Medical Association is doubly enriched in 
having for the coming year two such men as the 
leaders of a voluntary association of British doctors 
which through its many activities represents the varied 
professional interests and pursuits of the medical 
profession. 





ST 


A REMARKABLE MEETING 
Friendly, informal, and informed are appropriate 
words to use in describing the successful and 
enjoyable Annual Clinical Meeting held at Norwich 
last week. The first of these meetings was held a 
year ago at Southampton. Modelled on the practice 
of the American Medical Association, it was never- 
theless an experiment, and an experiment that came 
off. The Norwich Division of the B.M.A. were, of 
course, able to make use of Southampton’s 
experience, and they are to be warmly congratulated 
on the remarkable success with which they turned this 


to such good account. They had the great advantage 
of meeting in one of the loveliest cathedral cities in 
Britain, still largely unspoilt by the intrusion of 
industrialism, though the centre of thriving industries, 

By a happy coincidence, the Lord Mayor of 
Norwich, Mr. M. W. B. Bulman, is a distinguished 
gynaecologist, and so it was in his double capacity as 
Lord Mayor and eminent doctor that he and Mrs. 
Bulman, accompanied by Mr. Ridley Thomas, 
Chairman of the Norwich Division, and Mrs. Ridley 
Thomas, welcomed those attending in Norwich Castle, 
with its ancient Norman keep and its remarkable 
museum. It was in the keep that Sir Arthur 
Thomson formally declared the meeting open. Mr. 
Bulman, we might add, brought off a hat-trick when 
through an unexpected change in the television 
programme he demonstrated with great skill a 
successful caesarean operation. The infant was 
almost born with a silver spoon in his mouth. 
Dr. S. Wand, the Chairman of Council, hit upon the 
happy idea of presenting the baby with a silver spoon 
marked “ BMA ”—an event which it is justifiable to 
describe as unique. Also probably unique was the 
fact that a meeting of the British Medical Association 
was held without the interpolation of a formal dinner 
with its formal making of speeches. Everyone left 
their evening dress at home, and instead of the dinner 
had the delightful experience of going to a reception 
given by the Norwich Division at the Samson and 
Hercules House. The friendly informality which 
pervaded the whole meeting made it possible within 
three days to meet old friends and talk shop with new 
ones. Mr. Ridley Thomas was strongly supported by 
Dr. P. R. Wilson, chairman of the Committee of 
Management of the meeting, by Dr. A. Batty Shaw, 
Honorary Science Secretary, and by Dr. R. H. Scott, 
Honorary General Secretary. Dr. A. L. Reynard 
and Dr. B. M. Maxwell lent their indispensable help 
to secure the success of the colour television 
demonstration and of the transatlantic clinical 
conference ; these two still remarkable technological 
achievements in modern communication were made 
possible through the generosity of Messrs. Smith, 
Kline, and French. We were privileged to meet in 
the Assembly House, and the Dean of the Cathedral 
kept a special place for doctors and their wives at 
Matins on Sunday morning, after the conclusion of 
which he gave a delightful talk on the history of this 
beautiful example of Norman architecture. To all 
these, and to the many others who made the Annual 
Clinical Meeting at Norwich such a memorable 
occasion, the Association is indeed indebted. 

The clinical and scientific programme had been so 
temptingly arranged that many members wished that 
they could have been in more than one place at the 
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same time. But, as was fitting at a clinical meeting, no 
alternative stood in the way of the instructive clinical 
demonstrations at the Norfolk and Norwich Hospital. 
The Norwich meeting showed once again the great 
value of symposia and panel discussions on a selected 
subject. The stimulating symposium on anti- 
coagulants would perhaps have been made more 
instructive if someone all-wise had been able to 
summarize the views put forward, and in this way 
could have separated the certain from the uncertain. 
The wide press publicity given to the symposium on 
hospital infection showed that the alarm felt about 
the staphylococcus menace by the four speakers 
spread beyond the music-room of the Assembly 
House to the public as patient. Once again, as at 
Southampton, the clinical meeting ended with a 
transatlantic conference between’ British and 
American clinicians, our American colleagues having 
joined in this under the auspices of the Philadelphia 
County Medical Society. Once again, too, the British 
team presented the American team with a case for 
diagnosis that can only be described as a “ stinker,” 
and once again, too, our American colleagues, on the 
assumption probably that the usual ss more common 
than the unusual, gave the doctors at Norwich a fairly 
straightforward case which they speedily diagnosed. 
On Saturday evening, at the end of it all, the visitors 
had a choice between listening to music and going to 
the Maddermarket Theatre, built on the model of an. 
Elizabethan playhouse. A charming and attractively 
produced play by the eighteenth-century Italian 
playwright, Carlo Goldoni, was, it seemed, for 
everyone a new experience, and there was a medical 
flavour to this in that Goldoni’s father was a medical 
man who had taken his degree at Rome. 

Few of those who arrange such clinical meetings 
in the future will be so fortunate as to have within 
easy reach the enviable facilities and beauty of 
Norwich. But what struck so many who have 
attended B.M.A. meetings over the years was the 
concentrated desire of medical men and women to get 
to close grips with the art and the science free from 
preoccupation with the material rewards that may 
flow from it. 





SUBACUTE COMBINED DEGENERATION 
OF THE SPINAL CORD 


The early lesion in subacute combined degeneration of 
the spinal cord (S.C.D.) is fusiform swelling of the 
myelin sheaths with little change in the axons.’ It 
begins in the lower thoracic segments but spreads 
locally and upwards and downwards. Then follows 
breakdown of myelin and disappearance of axons ; 
secondary Wallerian degeneration extends from the 
affected regions. Characteristically, the distribution 


of the early lesions is not that of tract degenerations ; 
they are usually first seen in the centres of both dorsal 
columns and later, superficially, just ventral to the 
dorsal nerve roots. The exact process by which the 
lesions are produced remains unknown. 

The clinical signs of cord damage appear always 
to be associated with, and preceded by, those of 
peripheral neuritis. The level of protein in the 
cerebrospinal fluid may be raised, rarely to levels 
exceeding 100 mg./100 ml.* Without treatment the 
disease usually advances insidiously, occasionally 
very rapidly, to produce severe disability from ataxia, 
paraplegia, and loss of normal function of bowel and 
bladder. In addition the paranoid behaviour shown 
by some patients,** probably a manifestation of 
cerebral damage, may proceed to severe dementia.° 

L. Lichtheim® is believed to have been the first to 
emphasize the association of lesions of the spinal 
cord with pernicious anaemia. Then,’ as now,* the 
incidence of cord disease in patients suffering from 
pernicious anaemia was stated to be about 10%. 
However, the recognition of $.C.D. before anaemia 
had developed,’ *® a clinical situation which is now 
well known, led some"! to refute the alleged 
diagnostic importance of the blood changes ; over the 
next 40 years more than 60 causes were suggested 
for the same neurological syndrome.'* Since the 
discovery of vitamin B,, it has become clear that 
S.C.D. is always associated with a very low level of 
this substance in the serum,** and the diagnosis is not 
tenable in the untreated patient without this finding. 

If deficiency of vitamin B,, is in fact the cause of 
the disease, it might be expected that the same spinal 
lesions would be seen in a variety of conditions other 
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than Addisonian pernicious anaemia. J. Richmond 
and L. S. P. Davidson have recently shown this to 
be so.“ §.C.D. has been described in the following 
disorders which are now known to cause vitamin-B,, 
deficiency: nutritional insufficiency in Great Britain’’ 
and in Singapore’*; loss of intrinsic factor due 
to total gastrectomy’’'* and gastric cancer’ *° 
(concomitant pernicious anaemia being a possibility 
which cannot be excluded) ; infestation by fish tape- 
worm"? ?!; bacterial deviation of vitamin B,, in 


blind and stagnant areas of the small intestine 


due to anastomoses,”*** fistulae,** and jejunal 
diverticula®® ** ; tuberculous’ enteritis'‘*; and 
idiopathic steatorrhoea.’**’** Sometimes _histo- 


logical confirmation of the presence of S.C.D. has 
been obtained post mortem.** ** ** 

In the Journal this week Dr. C. N. Best describes 
(p. 862) a patient who developed S.C.D. after 
extensive resection of the ileum for Crohn’s disease. 
The level of vitamin B,, in the serum before treatment 
was found to be very low, and the patient improved 
when it was administered. This case report is of 
considerable interest because it supports the view that 
the terminal ileum is the main site of absorption of 
vitamin B,,.*°°° Deficiency of folic acid, while 
producing a megaloblastic anaemia indistinguishable 
from that due to deficiency of vitamin B,,, does not 
cause $.C.D. Though the administration of folic 
acid alone may correct the changes in blood and 
marrow due to deficiency of vitamin B,,, if only for 
a time,"' “* there is a strong clinical impression that 
it may actually precipitate $.C.D. or aggravate 
existing cord damage. Dr. Best indicates that this 
may have happened in his patient. The explanation 
for this action of folic acid is unknown, but it is 
possible*’ that, when the vitamin B,, 
administration of folic acid may lead to the utilization 
of the very last reserves. 

If S.C.D. can occur, albeit rarely, whenever 
vitamin B,, is deficient, and if it may be precipitated 
or worsened by prescribing folic acid alone, then a 
number of clinical implications follow. Firstly, the 
precise cause of megaloblastic anaemia should 
always be established so that the patient may receive 
the correct treatment from the outset. Secondly, if 
intestinal malabsorption is known to be present, the 
absorptive defect should be fully investigated, so that 
prophylactic vitamin B,, may be administered if 
necessary. The reports of Dr. Best and others*® 
suggest that this is particularly applicable to patients 
who have undergone extensive resection of the ileum. 
Moreover, some intestinal causes of vitamin-B,, 
deficiency are amenable to surgical cure. Thirdly, 
there seems to be no justification for using oral 
preparations which contain multiple haematinics. 
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They may obscure the diagnosis, and in addition may 
provide dangerously inadequate amounts of vitamin 
B,, for patients who are deficient in it. Evidence 
has accumulated to show that oral preparations 
containing vitamin B,, and intrinsic factor are 
unsatisfactory as therapeutic agents.** In the mean- 
time patients with S.C.D. are best treated with large 
doses of parenterally administered vitamin B,, for 
at least six months or until no further improvement 
occurs. Then, if the cause cannot be removed, they 
may be put on maintenance therapy such as is given 
in pernicious anaemia. 





DIABETES AS A PUBLIC-HEALTH PROBLEM 


“In a country town in New England .. . there once 
stood three houses, side by side. . . . In these three 
houses lived in succession four women and three men 
—heads of families—and of this number, all but one 
has subsequently succumbed to diabetes.” Thus wrote 
E. P. Joslin’ in 1921 with the object of drawing attention 
to diabetes as a public-health problem. The town was 
Oxford, Massachusetts, famous as the birthplace of 
Clara Barton, founder of the American Red Cross 
Twenty-five years after Joslin’s report the U.S. Public 
Health Service began a survey of diabetes in that town, 
which has a population of nearly 5,000 and where 
farming and light industry are the main occupations 
Che original objects were to determine the prevalence of 
the disease, to test methods of diagnosis in the field, to 
educate the public, and to detect and treat early cases at 
the stage where the disorder might still be reversible. In 
the first study” 70% of the inhabitants were tested, blood 
samples taken one hour after a meal and specimens of 
urine examined. If the results were thought suspicious 
the tests were repeated, and if still abnormal a glucose- 
tolerance test was performed. The findings were 
revealing. There were already 40 known diabetics in 
the sample population, but testing brought to light 30 
additional cases, many of whom were unaware of the 
significance of symptoms already present. A further 
161 persons were found to have glycosuria or 
hyperglycaemia or both on the first test, but only 25 
remained under suspicion as early cases of diabetes. It 
was agreed. however, to pay particular attention to this 
whole group in any subsequent follow-up. 

As a result of the survey the incidence of diabetes in 
Oxford was estimated at 1.7%, a figure which agrees 
with those since obtained in other parts of the United 
States. Calculations confirmed Joslin’s view’ that there 
were approximately a million known diabetics in the 
United States, not to mention a similar number of 
undetected cases. At the end of four years the position 
in Oxford was reviewed.* Seven of those originall) 


1 Joslin, E. P., J. Amer. med. Ass., 1921, 76, 79. 

* Wilkerson, H. hone C., and Krall, L. P., ibid., 1947, 135, 209. 

5 Joslin, E. P., t, H. F., White, P., and Marble, A., Treatment of Diab« 
Mellitus, os, "dth ed.” Philadelphia. 

* Wilkerson, H. L. C., and Krall, L. P., J. Amer. med. Ass., 1953, 152, 1322 

5 __.. __—. and Butler, F. K., ibid., 1959, 169, 910, 
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regarded as diabetic were now considered to have 
normal carbohydrate tolerance. In contrast to this, the 
death rate among the diabetic group was three times the 
average for Massachusetts, the incidence of serious 
illness was high, and the degree of control, especially 
imong those diagnosed in the original survey, was very 
poor. Perhaps the most notable finding was that 17 of 
the group originally labelled “ suspect” had developed 
diabetes, an incidence eight times that found in a 
natched control series. 

The results of the most recent study,> begun in 1953, 
show a continuation of the trends already observed. 
The investigators have now decided to concentrate on a 
comparison between the diabetic group and a sample of 
healthy subjects, and a comprehensive investigation of 
both groups has been carried out. Most of the findings 
so far are not unexpected. Two-thirds of the diabetics 
give a positive family history of the disease, as against 
just over 20% of the controls. Both sexes are equally 
iffected, a finding at variance with most hospital 
statistics. Vascular lesions, retinopathy, and cataract are 
significantly more frequent among those with diabetes. 
In view of the belief that the disease is associated with 
infertility it is interesting to find that no less than 70% 
of the female diabetics had had more than four 
pregnancies. 

The change in emphasis in the latest report from 
Oxford, Mass., seems temporarily to have weakened the 
impact of the original findings. It is apparent that 
liabetes may remain undetected—just how long is a 
natter that requires investigation—and a simple test 
comparable, for example, with mass radiography needs 
to be developed for survey work. Continued. 
ybservation of cases in the “suspect” group should 
provide useful information about the effect of 
preventive measures and of early treatment. Finally, 
this study of the epidemiology of diabetes shows how 
the public would gain by being better informed about 


the disease. 


THE CRIME OF SUICIDE 


The Church has now added its voice to the many others 

that have criticized the law making attempted suicide 

a criminal offence in England and Wales. Last year, at 

the instigation of the Archbishop of Canterbury, a 

committee® was set up to examine the question. Its 

report’ discusses successively the legal, psychological, 

and religious aspects of the problem, and its first 

recommendation is “that attempted suicide should 

cease to be a crime.” The great majority of members 

of the medical profession have long held the same view. 

Indeed, it would be difficult to find any medico-social 

* Mr. J. T. Christie, Principal of Jesus College, Oxford (chairman); Mr. R. 
Cross, tutor in law, Magdalen College, Oxford; Dr. Doris Odlum; 
Canon I. T. Ramsey; Rev. G. R. Dunstan. 

’ Ought Suicide to be a Crime? 1959. Church Information Office, Church 
House, London, S.W.1. 

* Brit. med. J., 1958, 1, 1233. 

* J. med. Wom. Fed., 1958, 40, 47. 

” Stengel, E., Proc. roy. Soc. Med., 1952, 45, 613. 

ul ___ and Cook, N. G., J. forensic Med., 1954, 1, 252. 

'* Brit. med. J., 1958, 1, 1225. 


problem on which doctors think with greater unanimity. 


The Joint Committee of the B.M.A. and the Magistrates’ 


Association® last year advocated a change in the law so 
that suicide and attempted suicide should no longer 
be criminal offences (excluding cases of suicide pact 
and incitement to suicide). The Medical Women’s 
Federation has also expressed the same opinion.* 

The Church report also recommends that coroners’ 
verdicts should contain reference to “ other significant 
conditions ” contributing to the death of a suicide. This 
idea stems from a memorandum contributed to the 
committee by a coroner, Dr. R. I. Milne. He argues, 
what other medical men have noted, that mental or 
physical diseases are often important contributory 
causes of suicide. While accepting that there may be 
some people “who take their lives after deliberate 
thought and who are without mental or physical 
illness,” Dr. Milne admits, as many of his colleagues 
would : “I have never met such a case.” Consequently, 
a particularly thorough inquiry, including if necessary 
a necropsy, into the dead person’s state of health could 
be illuminating, for the facts will often put the act of 
suicide into a different perspective. 

In cases of attempted or completed suicide not only 
is there usually—practically always, some would say— 
a state of ill-health releasing the forces of destruction 
that lurk in all of us, but the act itself often has an 
element in it that is an appeal for help.'°'' This must 
engage the special attention of the medical man, and it 
points to what is so often found in cases of attempted 
suicide—namely, that the person needs medical care. 
It is against this background that arrest, trial, and 
perhaps punishment seem to the medical man to be 
cruelly out of place, as well as being in direct conflict 
with educated opinion outside the medical profession. 
As was said in these columns last year,'? ‘“* Such 
compulsory powers as are required for the welfare of 
these unfortunate people and of society are better 
modelled on those devised to help the mentally ill than 
on the criminal law.” 


SERUM IN LUPUS ERYTHEMATOSUS 


The simplicity and  informativeness of paper 
electrophoresis have made its use almost universal in 
hospital laboratories as a routine diagnostic measure ; 
and as a result we recognize many more cases of 
multiple myeloma and the new entity of hypo- 
gammaglobulinaemia. But the information it gives 
about other pathological states is relatively non-specific. 
Patterns compatible with loss of albumin, with acute 
infections, or with immunological over-reaction and 
increase of plasma cells can generally be recognized, but 





? Rees, E. G., and Wilkinson, M., Brit. med. J., 1959, 2, 795. 

* Miescher, P., Vox Sang. (Basel), 1955, 5, 121. 
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(N.Y.), 1958, 98, 820. 

5 Robbins, W. C., Holman, H. R., Deicher, H., and Kunkel, H. G., ibid., 
1957, 96, 575. 
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the quantitative limits have seldom been worked out. 
The careful study in last week's Journal by Drs. E. G. 
Rees and M. Wilkinson! of sera from 31 patients with 
systemic lupus erythematosus shows clearly the value of 
this examination in cases suspected of this diagnosis, 
and their observations are summed up neatly thus: 
“ This disease is most unlikely in a patient with a normal 
serum gamma-globulin level in the absence of 
considerable proteinuria.” Only one in fact of the 18 
untreated patients without proteinuria had a gamma- 
globulin level within 2 standard deviations of the mean 
normal value, derived from 12 healthy young adults. 
This generalization is useful in a negative way, since 
the puzzling patient is quite likely to have, if not 
systemic lupus erythematosus, one of the other diseases 
with raised gamma globulin in the serum, and this 
estimation is therefore likely to be of help mainly as 
a preliminary screening test or in those few patients 
with systemic lupus erythematosus on whom tests for 
L.E. cells are negative. 

The L.E. factor is only one (the most useful one) of 
several antinuclear factors making up the large family 
of gamma-globulin molecules shown on _ paper 
electrophoresis, and is itself difficult to measure. 
Methods that have been devised for measuring it include 
the Coombs consumption test,? and tests entailing the 
use of tanned red cells,* latex particles,s complement 
fixation,®*® or isotope-labelled anti-gamma-globulin.’ 
Such a quantitative approach might perhaps explain the 
curious phenomenon noted by Dr. G. Bencze and 
colleagues in their paper at p. 864 of the Journal 
this week. Plasma from only two of six patients with 
systemic lupus erythematosus was able to confer the 
L.E. cell phenomenon on the blood of recipients 
transfused with L.E. donor plasma. This difference did 
not seem to be due to recipient susceptibility, since 
patients who reacted positively with serum from one 
donor had previously failed to react with serum from 
others. In this as in most fields of science, measurement 
may well be the key if not to knowledge at least to 
explanation 


NAILS IN DISEASE 


Abnormalities of the nails are sufficiently common and 
conspicuous to have given origin to widely held and 
persistent folk-lore traditions and to an extensive 
medical literature. Some would argue that there is no 
sharp distinction between the two, for folk beliefs, 
often unrecognized as such and clothed in contemporary 
scientific jargon, are apt to be prominent in medical 
papers and textbooks. Description, nomenclature, and 
classification have filled many sterile pages, but 
controlled experimental investigations have seldom 
been reported. 

M. S. Sibinga,' of the New York University College 
of Medicine, has recently employed a photographic 
technique to record accurately the growth of the finger 
nails. The daily growth rate in healthy young adults 
proved to be about 0.1 mm., and was not significantly 


different in normal full-term or in premature infants. 
Dietary restrictions did not affect the rate of growth. 
Omission of single amino-acids from the diet of infants 
for brief periods had no measurable influence on nail 
growth even when it reduced or prevented gain in 
weight. Chronic diseases in general failed to affect the 
nails except in two children with nephrosis, in whom the 
rate of growth was about one-tenth of normal. Acute 
infections also produced little effect on the nails with the 
exception of measles, which in every case was accom- 
panied by an arrest of growth. Measles indeed had a 
more striking immediate influence on nail growth than 
death. The rate of growth was measured post mortem 
in three adults: for the first two or three days it 
remained normal and then continued more slowly for 
the eight or 10 days during which observations were 
recorded. 

It is to be hoped that Sibinga will continue his 
fascinating experiments. The profound effect of 
measles and of nephrosis on nail growth in contrast with 
the absence of any measurable effect in the other 
infections and diseases studied illustrates the complexity 
of the problem. It is already clear that the facile 
attribution of certain nail changes to dietary deficiencies 
or chronic infections has no scientific justification. 
Though calcium is commonly prescribed for the treat- 
ment of brittie nails, there is no evidence that it is of 
any value, and R. L. Kile? has shown that the brittleness 
of nails is unrelated to their calcium content. Sibinga’s 
findings now throw doubt on the usefulness of 
tryptophan, which is sometimes recommended in the 
form of gelatin for the same condition.* 

Transverse ridges are one of the commonest of nail 
deformities, and their relationship to some severe 
constitutional disturbances is well established though 
inconstant, as they neither follow every severe illness 
nor occur in all patients. White spots or streaks are 
even more frequently seen, and have been found in 62% 
of normal persons at random examination. The white 
areas are known to be imperfectly keratinized, but their 
pathogenesis is obscure. They are certainly compatible 
with perfect health, and no convincing association with 
any disease has been found. They have not been 
produced experimentally. 

The rate of growth and the structure of the nail can 
certainly be modified by genetic, metabolic, and 
circulatory factors and by many external agents. A 
few abnormalities of the nail are reliable diagnostic 
signs, but Sibinga’s work emphasizes the extent of our 
ignorance and should discourage the unwary from 
dogmatism. 


The next session of the General Medical Council 
will open on Tuesday, November 24, at 2.15 p.m., when 
the President, Sir David Campbell, will take the Chair 
and deliver an address. 


1 Sibinga, M. S., Pediatrics, 1959, 24, 225. 

* Kile, R. L., Arch. Derm. Syph. (Chicago), 1954, 70, 75, 

* Rosenberg, S., Oster, K. A., Kallos, A., and Burroughs, W., ibid., 1957, 
76, 330. 

* Singer, P. L., ibid., 1931, 24, 112. 
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ROYAL SUPPORT OF SCIENCE AND 
MEDICINE 
[By A SPECIAL CORRESPONDENT] 


It has been part of the unwritten contract between a 
sovereign and his subjects that in return for loyalty 
and service he shall give them protection, and from 
the earliest times our rulers have lent their interest and 
authority to projects which furthered the welfare of 
their people. In the mediaeval period they were 
intimately connected with the foundation of the first great 
London hospitals ; in Tudor days with the organization 
of the twin professions of surgery and medicine ; 
throughout the seventeenth century, with the 
establishment of the great scientific foundations and 
the encouragement 
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actively concerned with the development of hospitals, 
and the hospital fund which bears his name, and which 
he sponsored in honour of Queen Victoria’s diamond 
jubilee, is a very practical proof of his anxiety for the 
welfare of institutions for the relief of suffering. He 
gave his powerful patronage to the crusade against 
tuberculosis, laying the foundation stone of the new 
wing of Brompton Consumption Hospital in 1881. He 
was also responsible for calling a meeting at Marl- 
borough House in 1888 to found the National Society 
for the Prevention of Consumption. It was under his 
personal auspices that a fund was started in 1889 in 
memory of the Belgian missionary, Father Damien, 
who sacrificed his life to the lepers of the Sandwich 
Islands. He took a personal interest in the reorganiza- 
tion of the Army Medical Service which followed the 

South African 





of gifted individ- 
uals; and, finally, 


in’ the Victorian, 
Edwardian, and 
later eras with 


the fostering of 
humanitarian 
schemes to _alle- 
viate suffering, and 
the beginnings of 
State medicine. 

It was in the Vic- 
torian age, as Sir 
Arthur MacNalty 
has pointed 
out,* that science 
reached its present 
authoritative posi- 
tion through the 





war and in the 
use of radium for 
the treatment of 
cancer. He was 
surprisingly _ well- 
informed on what 
Carlyle called “ the 
condition of the 
people question,” 
and took an active 
part in the Royal 
Commission on the 
Housing of the 
Poor in 1884. As 
King Edward VII 
he laid the founda- 
tion stones of the 
King Edward VII 
Sanatorium for 





discoveries of Consumption at 
Owen, Darwin, The Times Midhurst, King’s 
Wallace, Huxley, The late King George V and Queen Mary in the Great Hall at the opening Coilege Hospital, 


Lister, and others, 
though had it not 
been for th> support given by Queen Victoria and 
Prince Albert the claims of science might have aroused 
far more hostility than they did. The Queen is known 
to have regarded anaesthesia and the doctrine of 
antisepsis as two of the most practical and far-reaching 
advances of her reign, and, at a time when anaesthesia 
in childbirth was still generally looked at askance as an 
impious evasion of the curse pronounced by the 
Almighty on all the daughters of Eve, greatly lessened 
the prejudice against it by allowing chloroform to be 
administered to her by Dr. John Snow at the birth of 
the Duke of Albany in 1853. 

It was Prince Albert who established the Natural 
Sciences Tripos in 1848 after he was elected Chancellor of 
Cambridge University, and Oxford afterwards followed 
suit. The Prince Consort personally encouraged Edwin 
Chadwick in the efforts which led to the passing of the 
Public Health Act of 1848 and the establishment of the 
first central health department—one of the first 
recognitions by Government that the health of the 
community was its responsibility. 

The Prince of Wales, later Edward VII, the British 
Medical Association’s first patron, was deeply interested 
in medicine, and created a precedent by accepting the 
presidency of St. Bartholomew's Hospital. He also 
honoured medicine by becoming an honorary F.R.C.P. 
in 1897 and an honorary F.R.C.S. in 1900. He was 


*MacNalty, Arthur, Nature (Lond.), 1953, 171, 951. 











ceremony of the British Medical Association House in 1925. 


Denmark Hill, and 
King Edward VII 
Hospital at Windsor, as well as opening a new wing at 
the London Hospital. 

The King’s successors have to this day supported 
progress in medicine and science, and the British 
Medical Association was deeply honoured when, in 
1925, His Majesty King George V opened the Associa- 
tion’s new home in Tavistock Square. In 1935 he 
opened the British Postgraduate Medical School at 
Hammersmith. King Edward VIII, then Prince of 
Wales, became President of the British Association, 
which he addressed at Oxford in 1926. King George 
VI, as Duke of York, identified himself with many good 
causes—industrial hygiene, cancer research, the improve- 
ment of national physique—and loyally supported 
the cause of science throughout his reign. One of his 
last public acts was to open the new laboratories of the 
Medical Research Council at Mill Hill. Queen Elizabeth 
II is patron of the Royal Society, of the London 
Hospital, and of the B.M.A., and, when Princess 
Elizabeth, accepted the honorary Fellowships of the 
Royal College of Surgeons and of the Royal College 
of Obstetricians and Gynaecologists. Her consort, 
Prince Philip, was President of the British Association 
at Edinburgh in 1951, and has accepted the membership 
of other learned societies. Both show a _ deep 
appreciation, as Prince Albert did before them, of 
Britain’s place in the new era of scientific and medical 
progress that has opened before us. 
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lhe Association's Second Annual Clinical Meeting, held 
in Norwich from October 22 to 25, got off to a fine 
start. The Opening Reception by the Lord Mayor and 
Corporation of Norwich on the Thursday evening was 
held in the wonderful surroundings of the Castle 
Museum in the twelfth-century keep of Norwich Castle. 
Here, among the heroic seascapes and placid landscapes 
of John Crome, Cotman, and their contemporaries of 
the Norwich School of Painting and the other rich 
artistic, archaeological, historical, and scientific treasures 
of the neighbourhood, Mr. MicHaeL BULMAN, Lord 
Mayor of Norwich and obstetric surgeon to the Norfolk 
and Norwich Hospital, and Mrs. BULMAN, the Lady 
Mayoress, with Mr. J. M. RipLey THOMAS, chairman 
of the Norwich Division of the B.M.A., and Mrs. 
RIDLEY THOMAS, welcomed the members of the 
Association attending the Meeting. 


Norwich Revisited 


Mr. BULMAN said he welcomed them in both his 
capacities, to the city and to the hospital. It was 75 years 
since the B.M.A. had last visited Norwich, and he hoped 
it would not be so long again. On that occasion a paper 
had been read on the outbreak of pyaemia in the 
hospital which was causing many post-operative deaths. 
It had been debated then whether the direction of the 
wind or the habit of surgeons of going direct from 
post-mortem room to operating theatre was the cause ; 
it had even been suggested that the hospital would have 
to be pulled down. He was interested to see, therefore, 
that this year hospital infections were again to be 
discussed. We had passed through the eras of antiseptics, 
sepsis, sulphonamides, and antibiotics, and here we 
were back at the beginning again. 

Sir ARTHUR THOMSON, President of the B.M.A., thea 
esponded on behalf of the Association and formally 
declared the Meeting open 





Fico. 1.—The Lord Mayor of Norwich and the Lady Mayoress receiving guests at the Castle 
Museum. From left to right, Mr. and Mrs. Michael Bulmun (Lord Mayor and Lady 
Mayoress), Mr. J. M. Ridley Thomas (chairman of the Norwich Division of the B.M.A.), and 


Mrs. Ridley Thomas. 


SCIENTIFIC PROCEEDINGS 


Friday, October 23 
By Friday morning some 350 members had registered 
and the two alternative sessions in the Assembly House at 
9.30 a.m. were fully attended. Members had the choice ot 
hearing a Symposium on Anticoagulants or of attending a 
General Session at which there were three guest speakers 


SYMPOSIUM ON ANTICOAGULANTS 


The chair was taken by Dr. W. A. OLIVER (Norwich) 

Dr. J. R. O’Brien (Portsmouth) said that the aim oi 
anticoagulant therapy was to render the blood sufficiently 
incoagulable to discourage thrombosis without incurring the 
risk of haemorrhage, Its use demanded some knowledge of 
the processes involved in clotting, which was not necessarily 
the same phenomenon in a test-tube as in the body 
Heparin, the true physiological anticoagulant, interfered 
with the Christmas factor and with the formation ot! 
thrombins. The dicoumarol group of drugs interfered 
with factor VII, the Christmas factor, the Stuart-Prower 
factor, and with the formation of prothrombin. 


Laboratory Control 


Laboratory control of heparin was usually not necessar\ 
because of its transient action, but, if required, the simple 
clotting-time test was quite adequate. With the dicoumaro! 
drugs, however, regular prothrombin estimations were 
needed. These tests were at best rough approximations 
and it was well known that patients might bleed when 
apparently the prothrombin time was in the normal range. 
or vice versa. The prothrombin test of Quick was relatively 
simple, and the result could be expressed in seconds against 
a control, as an index, a percentage, or ratio. An estimation 
of prothrombin time should be made before starting therapy. 
and subsequently daily until the patient became stabilized. 
when the frequency of tests could be reduced to once a 
week, or even less often. The daily dose of anticoagulant 
should be based on the preceding prothrombin time. 

Dr. O'Brien said that the clinical 
pathologist should provide a 
laboratory service for the clinician, 
and that this could be done either 
by a special clinic run by one 
doctor (who would be available 
for emergency night calls), or 
possibly by a postal service. He 
stressed the importance of a con 
tinuous record of dose and pro 
thrombin time for each patient 
preferably in the form of a graph 
The patient should understand the 
nature of his treatment and its 
possible hazards, and should carry 
a card stating his therapy in case 
of accident or emergency opera 
tion. The patient's doctor should 
realize the danger of precipitating 
thrombosis by sudden withdrawa! 
of the anticoagulant, which should 
whenever possible be gradual!) 
tapered off. 





Anticoagulants in Cardiology 

Dr. Paut Woop (London) said 
that there were more indications 
for anticoagulants in cardiology 
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jan coronary thrombosis. The indications were: phlebo- 
thrombosis and pulmonary embolism; ischaemic heart 
disease (coronary thrombosis, coronary insufficiency, and 
angina pectoris); thrombo-angiitis obliterans ; pulmonary 
vpertension due to recurrent pulmonary thrombo-embolism, 
ccondary to reactive pulmonary hypertension (as in mitral 
stenosis) or to the Eisenmenger syndrome ; and finally to 
prevent emboli from the left atrium in mitral stenosis, and 
perhaps prophylactically against recurrent stenosis after 
valvotomy. 

In pulmonary embolism lives could be saved by effective 
anticoagulant therapy, which should be continued for at 
least three months: two weeks’ treatment was valueless. 
Fmboli could be prevented if phlebothrombosis was detected 
ind treated early, or forestalled by anticoagulants in 
susceptible persons. The importance of permanent 
inticoagulant therapy as a life-saving measure in obliterative 
pulmonary hypertension due to recurrent tiny pulmonary 
emboli could not be overstressed. Although convinced of 
the value of permanent anticoagulants in thrombo-embolic 
pulmonary hypertension, Dr. Wood said that he had been 
forced to abandon this therapy in the Eisenmenger 
syndrome, for it had been followed by fatal haemoptysis. 
In mitral stenosis, when the pulmonary vascular resistance 
was extremely high, anticoagulant therapy prior to 
valvotomy had prevented deaths from pulmonary thrombo- 
embolism. Valvotomy, with removal of the left atrial 
ippendage, reduced the incidence of emboli from the left 
trium in mitral stenosis, but in patients who for one reason 
or another did not merit valvotomy long-term anticoagu- 
lants, or perhaps removal of the left atrial appendage, might 
have the same effect. None of his patients with recurrent 
stenosis had suffered emboli: was this because the left atrial 
ippendage had been removed already ? 

For ischaemic heart disease. Dr. Wood was adamant that 
inticoagulant therapy effectively reduced the mortality due 

thrombo-embolism and recurrent coronary thrombosis. 
ind hence favourably influenced the total mortality. He paid 
tribute to the recent M.R.C. report,* and gave figures to 
support the convention that in patients with acute coronary 
insufficiency anticoagulants improve the prognosis and 
reduce the mortality and incidence of subsequent infarction. 


Anticoagulants in Neurology 


Dr. Henry G. MILLER (Newcastle) said that neurology had 
borrowed anticoagulant therapy from cardiology. Opinions 
en its effectiveness in cardiovascular disease, particularly in 
schaemic heart disease, varied from frank scepticism to 
violent enthusiasm. Nearly all published reports suggested a 
definite therapeutic value, but many reports were over- 
enthusiastic. More recent, controlled trials suggested some 
paradoxical findings—ineffectiveness in female patients and 
an apparent association between reduced incidence of 
recurrent infarction with increased mortality. In the United 
States there had been unjustified enthusiasm for anticoagu- 
lant therapy in cerebrovascular disease, and adequate 
statistical control had been noticeably absent. The great 
difficulty in differentiating clinically between thrombosis 
and haemorrhage was a central problem in the neurological 
field. differentiation being possible perhaps in only two- 
thirds of patients, while cerebral angiography often failed 
to provide additional help. The relationship between 
nfarction and thrombosis was often obscure, and, although 
Xamination of the carotid-artery system often revealed 
‘cclusion there if not in the cerebral vessels, in a number 
! cases of infarction no occlusion could be found. Dr. 
Miller stressed the dangers of anticoagulant therapy in 
cerebrovascular disease. 

Summing up, Dr. Miller said that the use of anticoagulants 

cerebrovascular disease should be restricted to cerebral 
embolism, in which there appeared to be a clear indication. 
Perhaps it might prevent the development of hemiplegia in 
the patient with recurrent carotid insufficiency or with a 
surgically inaccessible partial stenosis of a carotid. There 





*Brit. med. J., 1959, 1, 803. 


was little evidence that it had any beneficial effect in cerebral 
thrombosis and infarction, and it could be dangerous. 


Vascular Surgery 


Professor CHARLES Ros (London) spoke of the value of 
anticoagulants in patients awaiting operation who had atrial 
fibrillation, or were likely to develop phlebothrombosis or 
coronary occlusion. It was interesting that mitral valvotom, 
could safely be performed on patients with atrial fibrillation 
who were on anticoagulants. Prothrombin time was kept 
at only double the control time. New techniques, such as 
cardio-pulmonary bypass and renal dialysis, necessitated 
the use of anticoagulants to prevent clotting in the 
heart-lung or artificial-kidney machine, and for this purpose 
heparin was used, for it acted rapidly and could be instantly 
neutralized by protamine. It was often not realized, 
however, that protamine itself was an anticoagulant and 
if given in excessive dosage could do more harm than good. 
Heparin could be used locally during an operation on the 
vascular system to prevent clotting in a part where the 
blood supply was temporarily cut off by arterial occlusion. 
However, heparin injected into an artery at operation in an 
endeavour to decrease the tendency to local thrombosis was 
irrational, for a generalized effect always developed. In the 
post-operative period anticoagulants could be very dangerous, 
causing oozing from raw surfaces. They should not be given 
for three to four days after the operation unless the patient 
had been stabilized on them before or the need was vital. 
Long-term anticoagulant therapy after reconstructive 
peripheral arterial surgery had produced a small reduction 
in the number of patients who subsequently developed a 
further thrombus in the same artery or elsewhere, but 
serious bleeding complications, as a result of the therapy. 
had occurred in a few patients. 

Professor Rob stated his firm conviction that anticoagu- 
lants were not used often enough in the treatment of acute 
arterial or venous obstruction. More limbs would be saved 
if 100 mg. of heparin was given as soon as arterial embolism 
was discovered. In angiitis obliterans there was some 
evidence that anticoagulant therapy reduced further 
thrombosis, but in atherosclerosis obliterans (the commonest 
chronic arterial disease) the matter was still unsettled. 

In response to questions, Dr. O’BRIEN mentioned the 
differences in clotting in and out of the body, stressing the 
importance of platelets in the former, which was essentially 
a local phenomenon. Anticoagulants worked well in a test- 
tube ; if they did so in the body it might be a coincidence. 
Dr. Woop said that recurrent cardiac infarction did occur 
during anticoagulant therapy, but that it was less frequent 
than in untreated cases in all age groups. Effective 
anticoagulant therapy was often difficult to maintain over 
long periods, for many factors, such as intercurrent illness 
and changes in diet, influenced response to anticoagulants. 
Professor Ros did not advise anticoagulant cover for 
procedures such as aortography, as the risk of haematoma 
formation was greater than that of thrombosis. 


FIRST GENERAL SESSION 


Under the chairmanship of Dr. P. R. Witson (Ludham. 
Norfolk) a full house of over 150 heard the three invited 
speakers in the First General Session. 


The Skin in Systemic Disease 


Dr. F. Ray Betriey (London) spoke on the importance 
of the skin in systemic disease. There had been, he felt. a 
gradual change during the past few decades in the attitudes 
of dermatologists. The old clinicians had been satisfied to 
attach a Latin or Greek label to a rash and leave it at that. 
Modern dermatologists adopted a new scientific approach 
to skin diseases, based on a sound knowledge of general 
medicine and supported by pathological and physiological 
research and investigations. 

He illustrated the importance of the skin in general 
medicine by quoting four cases that had been under his care 
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it the Middlesex Hospital. The first was that of a young 
woman with disseminated lupus erythematosus who had 
presented with symptoms and signs of rheumatoid arthritis 
ind subsequently developed the characteristic rash. The 
course of her illness had also been complicated by a very 
severe toxic encephalopathy Complete control and 
resolution of the condition had been obtained by large doses 
f prednisone (up to 100 mg. daily), which had now been 
cut down to only 10 mg. daily In reply to a question 
Dr. Bettley stated that, whereas 80% of. paticnts with 
localized lupus erythematosus responded to antimalarial 
drugs, none with the disseminated type did so. 

The second case, of erythema nodosum in a 
oman with sarcoidosis, illustrated the changing aetiology 
Whereas fifty 


young 


f this manifestation of a systemic lesion. 

ears ago the commonest cause of erythema nodosum had 
been “ rheumatism,” and thirty years ago tuberculosis, now 
n over 70 of cases the cause was either sarcoidosis or a 


t infection 
exfoliative dermatitis illustrated the thesis 
reaction usually occurred in susceptible 


from eczema, or seborrhoeic 


reptococcal 
\ man 
that this 


with 
violent 


patients suffering psoriasis, 


dermatitis who were exposed to some additional psycho 
logical, allergic (from local use of drugs), infective, or 
raumatic factor The last case, an ulcer on the heel, 


tressed the importance of considering peripheral vascular 


disease as a cause of skin lesion 


New Penicillins 

In a fascinating report on “ The New Penicillins” Dr 
G. N. Ropinson (head of the Microbiological Research 
Unit at Beecham Laboratories) described the progress made 
by research chemists in this field 

It had been known soon after penicillin was discovered 
that this was not a single compound but a mixture of many, 
ind by patient research in Great Britain and the U.S.A., 
using various fermentation processes, different penicillins, 
ich as_ penicillin G, K, and V, had been defined. Progress 
had been slow until this year, when Dr. Robinson's group had 
succeeded in isolating the nucleus of penicillin itself, devoid 
f any side-chains. Using this nucleus, new penicillins (still 
it an experimental stage) had been developed and were 
being tested. Certain of these penicillins showed properties 
which promised most important applications. They were 
stable to acids, and if used orally would not be destroyed 
They would be more reliably absorbed 
ind long-acting. With different side-chains they would not 
provoke allergic reactions in already sensitized patients 
(although they might in time cause sensitivity themselves). 
They would be active against a much broader bacterial 
spectrum, including Gram-negative bacteria such as the 
salmonella and Bact. coli groups. Lastly, and most 
important of all, they would be stable against penicillinase 
ind would therefore be active against the staphylococci 
which were at present resistant to penicillin by virtue of 


in the stomach. 


their ability to produce penicillinase 


Allergy in Asthma 


Dr. D. A. Wittiams (Cardiff) spoke on “ The Allergic 
in Asthma.” He noted that there were three main 
factors in asthma—the allergic, infective, and 
psychological. He reported the results of a combined 
study on a group of 487 asthmatics in an attempt to 
discover the relative importance of each of these factors. 
Extrinsic allergens (such as house dust, feathers, pollens, 
inimal hair, and food) were found to be a dominant cause 
n 29% of cases, respiratory infections in 41%, and 
psychological factors in 30%. However, even in the 
psychological group extrinsic allergens precipitated attacks 
in 58%, and in the infective group the figure was 22 
The importance of the allergic factor varied with the 
ive of the patient. It was greatest in young adults (aged 
15-24), among whom 72% of the asthmatic attacks were 
caused by allergens ; less important in young children (0-14), 
where the figure was 25%; and least important in those 
over the age of 45, where only 10% of attacks were caused 


ractor 
causal 
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by extrinsic allergens. As a practical approach to the 
problem Dr. Williams stressed that an accurate history was 
most important. Were the attacks seasonal ? Could they 
be related to foods or animal contacts? Skin tests were 
useful but of limited application. With regard to treatment, 
the best results were to be expected if the allergen could 
be avoided completely—-for example, animal or food 
allergens. Desensitization to pollens and moulds was 
beneficial, but by no means curative, in 70-80% 


CLINICAL DEMONSTRATIONS 


Clinical demonstrations by the consultant staff of the 
Norfolk and Norwich Hospital were held on _ Friday 
ifternoon at the hospital. Each demonstration was repeated 
three times so that visitors had the opportunity to attend 
three different demonstrations with a break for tea between 
the second and third. The demonstrations broadly divided 
themselves into two groups: those illustrating modern 
diagnostic or therapeutic techniques, and clinical talks and 
the demonstration of cases, for which 130 patients attended 
the hospital. Both types proved extremely popular. 

In the cardiac department Dr. W. A. OLIVER 
demonstrated the technique employed in the investigation 
of congenital heart disease. Mr. W. J. L. FrRANcIS gave a 
display of the important diagnostic and therapeutic roles 
of radioactive isotopes in hospital practice. A _ practical 
demonstration by Dr. A. [. Warp and Mr. J. C. J 
McGowan pointed the way to simple measures to improve 
the safety of chairside dental anaesthesia. Demonstrations 
of plastic supports for damaged intervertebral disks by Mr. 
G. K. McKer, and apparatus for rehabilitating the elderly 
by Dr. J. W. Beattie, aroused lively interest. Mr. A. B 
Birt and Dr. B. M. Maxwett demonstrated radiological 
techniques in the investigation of peripheral vascular disease 
and showed cases in which such investigations had opened 
the way to reconstructive surgery. 

The menu was varied with short films (Mr. J. G. TAYLOR 
On congenital dislocation of the hip; Dr. J. F. P. QuINTON 
and Dr. R. S. THORPE on vomiting in infancy) and by 
illustrated talks (Mr. M. W. BULMAN, “ Bleeding at the Time 
of the Menopause”; Mr. R. A. HiGHMOorR, “Cancer of 
the Larynx”), but the main fare was the bedside 
demonstration of interesting clinical cases (Dr. K. A. LATTER 
ind Dr. J. A, CAMPBELL, general medicine ; Dr. A. G. SMITH 
dermatology ; Dr. P. H. Beatriz, Dr. W. J. NAUNTON, and 
Dr. P. J. L. HUNTER, ophthalmology ; Mr. N. J. TOWNSLEY 
and Mr. J. P. STEPHENS, general surgery). The essence of 
ill these demonstrations, not all of which it is possible to 
mention here, was the opportunity they provided for the 
debate of some clinical problem. Visitors and demonstrators, 
consultants and general practitioners, were able to exchange 
their views and experiences. This was the most clinical part 
of the Meeting, and it was greatly appreciated not only by 
the many visitors but also by the local consultants who had 
worked so hard in preparing the demonstrations. 


SYMPOSIUM ON HOSPITAL INFECTIONS 
Saturday, October 24 


Mr. J. M. RipLey THoMas (Norwich) was the chairman at 
this symposium, which considered the whole approach of 
the profession to infections acquired in hospitals. 


Cross-infection in Hospital Wards 

Dr. F. Avery Jones (London) opened the session, speaking 
as a general physician working at the Central Middlesex 
Hospital. His main interests were in the staphylococcal 
infections that his gastro-enterological patients acquired 
after surgery. He mentioned that at his hospital the annual 
rate for the development of staphylococcal infections in 
all warded patients was about 5%. This new and 
terrifying pandemic must be attributed to the supremacy 
of the staphylococcus over known antibiotics. These 
organisms colonized the noses and the perineums of patients 
and staff and were spread by direct physical contacts and 
by inhalation of infected dust. 
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Certain steps should be taken to control the situation. 
It was essential to limit the use of antibiotics to those 
patients who really required them, and never to use them 
prophylactically. Prevention of nasal s,-ead might be 
achieved by the use of disposable paper masxs in the wards 
by patients as well as staff. Details of dressing techniques 
required constant supervision, and special care was necessary 
in the disposal of soiled dressings. Oiled paper bags should 
be used as receptacles and destroyed immediately in the 
ward’s own incinerator. Nursing and medical staff with 
skin sepsis should be kept off duty and visitors with colds 
and septic spots must be discouraged. Patients with infected 
wounds were best nursed in isolation in cubicles or side- 
rooms. Barrier nursing was quite useless. All ventilation 
units should be inspected and overhauled ; a special register 
was needed to record infections ; patients on erythromycin 
should be isolated; and Ryle tubes were not easily 
sterilized by boiling—these were other practical points 
mentioned. 

A major problem was the reduction of dust and dirt in 
the wards. Cotton open-weave blankets caused much less 
dust than woollen ones, and they could be boiled repeatedly. 
Dry dusting and sweeping should be abolished, and cleaning 
be done with moist vacuum polishers. The nursing staff 
should take a greater interest in keeping wards clean. 
Hospital management committees should keep sufficient 
money available to keep their premises clean and should 
not cut down on this item. Local difficulties with unions 
must be overcome. There were agreements restricting 
washing down walls before repainting to painters, but 
there were no restrictions’ on cleaning walls by other 
staff between painting operations. Those _ responsible 
should keep up to date with new advances in cleaning 
techniques, and some new methods were cheaper than old 
procedures. Control and supervision should be the 
responsibility of a new department of hospital cleansing 
which could work in close liaison with a “Control of 
Infection Officer” from the medical staff committee. The 
eradication of staphylococcal infection in hospital would 
need a concermrated effort by all members of the staff, and 
this should begin now. 


Observation and Records 


Dr. A. T. RODEN (Ministry of Health, London) spoke on 
the need for constant recording and observation as means 
in controlling infections. Too often efforts at control had 
been based on treatment first and 
control later. It was essential to 
appreciate what was going on in 
the hospital as a whole before 
tackling the problem. Information 
was required on the nature of the 
infection, the organism and type, 
on how many cases were occur- 
ring, when they appeared, where 
they are found, and under what cir- 
cumstances. Analysis of these facts 
would inevitably help in sorting 
out the problems. Hospital infec- 
tions were endemic, they had 
always been with us, and unless 
a close watch was kept acute and 
serious epidemics might be missed. 
Those who said, “We have no 
problem of sepsis in our hospital,” 
had never taken the trouble to 
look into the matter. 

Although each hospital must be 
considered individually, there were 
certain principles that could be 
applied to all. Early detection of 
staphylococcal infections amongst 
nursing and medical staffs was very 
necessary and reporting of such 
lesions was to be encouraged. A 
register of all infections in the 





by the lectern 





whole hospital was essential. It was far easier to see the 
whole situation by looking at a list of infections from each 
ward together than to try to go into each case individually. 
Such registers were being used in some hospitals now, but 
should be in use at all hospitals. The ward sister was the 
person to keep the register, and it should apply to other 
infections such as salmonella infections and dysentery as 
well as to staphylococcal infections. Co-ordination should 
be under the charge of a senior consultant. 

A close watch should be kept on patients discharged from 
hospital, and so liaison was necessary with medical officers 
of health and general practitioners. It was not generally 
appreciated that 90% of those nursing mothers who acquired 
breast infections in hospital developed them after their 
discharge from hospital. 


Epidemiology of Staphylococcal Infections 


Dr. R. E. O. Witttams (Staphylococcal Reference 
Laboratory, Public Health Laboratory Service) spoke as a 
bacteriologist and an epidemiologist. Hospital infections 
were rife in all hospitals. In all general hospitals 5-10°% 
of surgical patients developed a staphylococcal infection 
during convalescence. In all maternity units 5-10% of 
babies acquired septic lesions. In these same units 1% or 
more of mothers developed a breast abscess. But it was 
important to keep the whole situation in perspective, and, 
although staphylococci were widespread, infections were 
proportionally uncommon. There were major differences 
between the organisms that were found in hospitals and 
in the community outside. In hospitals over 30% of 
staphylococci were already resistant to antibiotics, outside 
the rate was only 7%, and unfortunately hospital infections 
were invariably caused by resistant strains of the phage 80 
type. This strain was present in only 0.2% of the 
population outside the hospital. 

In maternity units babies acquired staphylococci within 
2 or 3 days of birth. They were infected by organisms in 
the nursery and not from their mothers. Fortunately most 
of these did not cause any apparent disease. Epidemics 


were usually traced back to strains newly introduced by the 
staff. Infections in the mother were caused by staphylococci 
passed on to them by the infants and not vice versa. Most 
of the infections in the wards were caused not by the 
patient’s own organisms but were acquired de novo in the 
ward. The staphylococci might first settle in the nose and 
then spread to infect wounds. Infection might be acquired 
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Fic. 2.—General view of the Symposium on Hospital Infections. Dr. R. E. O, Williams is 


The other members of the panel can be seen on the left. 
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in the theatre from bad ventilation systems or by bringing 
ward blankets into the theatre. In the wards themselves 
the spread occurred via the staff, dressing, or dust. 

Much more work was necessary to provide knowledge 
on the following problems: Why are some strains of 
staphylococci more likely to cause epidemics than others ? 
How can these strains be defined? Although we know 
about the possible ways in which spread occurs, which 
routes are the most important practically, and what steps 


can be taken to correct the faults? Why are some 
individuals much more liable to severe infections than 
others 
Sterilization Techniques 
Mr. BryaN N. Brooke (Birmingham), as a_ surgeon, 


discussed practical problems from his own hospitals. It 
was a fact that there were more deaths now from hospital 
infections than before the days of antibiotics and 
sulphonamides We were responsible for causing 
iatrogenic infections in thousands of patients every year 
and inevitably some deaths. It was an urgent problem to 
be tackled by the whole profession. 

His own studies showed that the increase in_ these 
infections had resulted from three main causes: unsafe 
sterilization, poor dressing techniques, and unsound ventila- 
tion. Examination of any sterilization system in any hospital 
could reveal frightening facts. In most cases the methods 
were out of date. No one had looked at them for years 
No one had bothered about them. These important tasks 
had been carried out by relatively unskilled workers, and 
the results showed that up to 20% of “ sterile ” objects were 
unsterile. More attention was mecessary in our aseptic 
procedures both in the theatres and in the wards. 
Ventilation methods in most hospitals were dangerous. 

There was no single or absolute remedy. The problem 
was a constant one, and constant care and vigilance were 
necessary. Major reforms that cost money were required, 
but others could be instituted now at no cost at all. Major 
reforms included changes in our sterilization techniques 
A central supply was essential. Expert teams should 
supervise the system. Ventilation systems in theatres must 
be overhauled and reassessed. Each ward should have a 
well-ventilated dressing-station where all dressings could 
be carried out. Dust control must be achieved by attention 
to beds, furnishings, and cleaning methods. Inexpensive 
steps would include a new code of practice based on the 
Cohen Committee Report, Staphylococcal Infections in the 
Hospital.* Infection committees must be formed at all 
hospitals, consisting of a senior clinician, bacteriologist, 
matron, and administrator. It was this group who would 
be faced with many difficult local and individual problems. 
An information service was useful to keep the staff alert 
and up to date on the state of infections in their hospital. 


COLOUR TELEVISION AND FILMS 


On both Friday and Saturday there were colour-television 
and film programmes. Each morning, for an hour and a 
half, Messrs. Smith Kline and French Laboratories Ltd 
presented closed-circuit colour-television demonstrations in 
the Theatre Royal of operations being performed at the 
Norfolk and Norwich Hospital. These sessions were 
uttended by large audiences. With a moderator in the 
Theatre Royal (Mr. J. M. Riptey THomas on both days), 
panels at the hospital discussed each case and the surgeon 
demonstrated his operative procedure. The cases on Friday 
were an operation for the repair of a hiatus hernia (surgeon 
Mr. A. B. Birt, anaesthetist Dr. A. I. WaRD), an inguinal 
herniorrhaphy (surgeon Mr. N. J. ToWNSLey, anaesthetist 
Dr. G. C. Foster-SmiTH), and a caesarean section (surgeon 
Mr. M. BULMAN, anaesthetist Dr. R. A. C. Rice). The 
chairman of the panel was Mr. E. C. WYNNeE-EDWARDs. 
On Saturday there were again three operations: an 
arthroplasty of the hip (surgeon Mr. G. K. McKee, 
anaesthetist Dr. G. C. Foster-SmitH), a fasciectomy for 


Medical Advisory Committee, Staphylococcal Infections in 
Hospitals—Report of the Subcommittee, 1959. H.M.S.O., London. 
Price 2s. 6d. net. 


a case of Dupuytren’s contracture (surgeon Mr. L. M. 
ROUILLARD, anaesthetist Dr. A. L. REYNARD), and a 
Billroth I gastrectomy (surgeon Mr. J. P. STEPHENs, 
anaesthetist Dr. R. A. C. Rice). The chairman of the 
panel was Mr N. J. TOWNSLEY. 

The film on Friday was a colour film entitled “ A Fine 
City, Norwich,” shown by courtesy of the publicity depart- 
ment of the Norwich Union Insurance Societies. On 
Saturday the Film Committee of the B.M.A. presented 
two programmes of medical films concurrently. The films 
(and the medical authority responsible) were: “ Jugula: 
Venous Pressure” (Dr. M. B. MaTtrHews), “ Open Heart 
Surgery” (Professor J. C. CALLAGHAN, of Edmonton. 
Alberta), “ The Treatment of Cardiac Arrest” (Sir RUSSELI 
Brock), “Investigation of Female Sterility” (Professor 
De WATTEVILLE, of Geneva), “ A Method of Arthrodesis 
of the Hip” (Mr. R. C. Howarp), and “ Ocular Inflamma- 
tions’ (Professor FRANCESCHETTI, of Geneva). 


(The report will be concluded next week.) 











New Appliances 


INSTRUMENT FOR TRANSVENTRICULAR 
MITRAL VALVOTOMY 


Mr. KENNETH S. MULLARD, thoracic surgeon, writes: Dis- 
satisfaction with the standard transatrial techniques for 
mitral valvotomy has led to the widespread use, in this 
country, of a dilator, introduced through a stab incision in 
the left ventricle, and guided and controlled by a finge: 
introduced into the left atrium in the usual manner. This 
technique, though not vet described in the English literature. 
was introduced by A. Logan and modified by O. S. Tubbs. 
and is well known to cardiac surgeons in this country. 

A disadvantage of this technique is that it is difficult to 
assess the extent of the split which will be achieved by the 
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dilator, and sometimes the split is excessive, leading to some 
regurgitation, usually mild in degree, but none the less 
undesirable, at the medial commissure, where the split may 
extend anteriorly along the line of the valve ring. Some- 
times a split of one commissure and not the other is 
achieved, and it is desirable to complete the valvotomy by a 
deliberate incision rather than a forceful dilatation. 

With these points in mind, I have designed the knife 
illustrated, which has been made for me by the G.U. 
Manufacturing Co. It is of smaller calibre than the trans- 
ventricular dilators at present available, and can be intro- 
duced into the ventricle through a very small stab incision 
A smooth shoulder 2 cm. along the shaft dilates the incision 
in the ventricular wall, so that there is minimal haemorrhage 
around the instrument. It is guided into position in the 
valve orifice by a finger in the left atrium, as in Logan's 
method. When the handles are closed the knife blade 


(Continued at foot of next page) 








ge 
he 


is 


ye) 











TO-DAY’S DRUGS BRITISH 883 








To-day’s Drugs 





With the help of expert contributors we publish below notes 
on a selection of drugs in current use. 


Fentazin (Allen and Hanburys).—This is perphenazine, 
ind has the chemical name 2-chloro-4-(2-hydroxyethyl)- 
10-(3-piperazin-l-ylpropyl) phenothiazine. The structural 
formula is as follows: 
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A derivative of phenothiazine, perphenazine is five times 
as potent as chlorpromazine and therapeutically active in 
proportionately lower dosage. It is less toxic and causes 
fewer side-effects than chlorpromazine. There is no evidence 
to suggest that it produces blood dyscrasias or jaundice, but 
these possibilities are worth bearing in mind. Pharmaco- 
logically it is a depressant of the central nervous system, 
affecting the higher neural centres which control vomiting, 
vasomotor tone, temperature, and wakefulness. 

Clinical Effects—Perphenazine produces calmness and 
relief of anxiety and tension without sleepiness or drowsiness 
or impairment of mental acuity. In psychiatric practice it 
s used for treating cases of psychosis. For example, in 
schizophrenia it is reported to be helpful for treating 
catatonic and hebephrenic states, and particularly effective 
in cases of paranoid schizophrenia. Other psychiatric 
ndications are relief of anxiety, tension, agitation, and 
psychomotor overactivity in both organic and functional 
psychoses. In the treatment of drug addicts it is helpful 
during withdrawal of the drug in diminishing anxiety and 
ther withdrawal symptoms. In general medical practice its 
indications include the treatment of intractable pain and the 
symptomatic relief of nausea and vomiting. 

The dosage varies according to severity of the disorder. 
For severe psychiatric states the usual dose is 4 to 8 mg. 
three or four times daily, and for mild psychiatric disorders 
and for relief of anxiety and tension the dose is 2 mg. 
three or four times daily. As an anti-emetic the dose for 
severe cases is 4 mg. three times a day and up to 2 mg. 
three times a day for less severe cases. 

Side-effects—With high dosage, extrapyramidal symptoms 
sometimes develop, usually in the form of head tremors, 
trismus, and facial immobility. 

Contraindications.—Perphenazine should not be given 
n conjunction with other drugs that depress the central 
iervous system, such as barbiturates and narcotics. Nor 
should it be given to patients with leucopenia or other 
evidence of impaired function of the bone-marrow. 

V.H.S. Basic Price-——Tabs. 2 mg., 50 for 3s. 4d.; tabs. 
4 mg., 50 for 6s. 4d.; tabs. 8 mg., 50 for 12s. ; amps., 5 mg. 
n 1 ml, 5 for 4s. 
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protrudes, and with the tip of the instrument against the 
controlling “atrial” finger a deliberate cut of the desired 
extent can be made. 

The present pattern of knife can be brought to bear only 
on the medial commissure. A type suitable for the lateral 
commissure could be produced without difficulty, but has 
not been found necessary. Obviously the knife has no 
universal application to all cases of mitral stenosis, but it 
has proved of sufficient value during the past two years or 
so, used instead of Logan’s dilator, or in conjunction with 
it, to seem worthy of description. 


Correspondence 





The Norwich Meeting 


Sir,—I am sure many will write to tell you how much 
they enjoyed the Norwich meeting. Forty years ago I 
looked out of my study window to see Hercules and 
Samson supporting the entrance to a house then an 
antique shop, now a social centre, where I attended a 
delightful reception on Friday night: forty years before 
my mother went to school in the Assembly Rooms: 
to-day they are beautifully restored and provided an 
ideal setting for the scientific meeting. H. V. Morton 
wrote in his book Jn Search of England in 1927: “In 
fifty years’ time Norwich will either not be worth 
looking at or it will be one of the most beautiful old 
cities in England.” We who attended the meeting know 
the answer. Your brochure describes it as a fine city. 
Fine feathers make fine birds. We thank most heartily 
the staff of her hospitals, and the clerk of the weather, 
for letting us see Norwich in her pristine glory.—I am, 
etc., 


Nr. Rugby, Warwicks. R. E. SMITH 


The Wolfenden Report 


Sir,—A boy of 17, who had been remanded in custody 
on July 23, hanged himself in his cell on August 19. He 
had been charged with a sexual offence with another 
boy of 13 years old. Bail was refused him. Mr. Justice 
Elwes made the following comment at Durham Assizes: 
“ This boy made away with himself. In a decent world 
an adolescent would not be’ prosecuted on a criminal 
charge arising out of a sexual offence. He would be 
handed over to some intelligent, sympathetic person who 
would help him out of his difficuities. If this boy had 
been at a public school he would have been handled 
intelligently. One can only hope that reform will be 
made easier by this dreadful thing.” 

Two obstacles stand in the way of the recommenda- 
tions of the Wolfenden Report being implemented. The 
first is that, according to the Home Secretary, the public 
has not yet expressed its opinion on the subject, and the 
second that no political party regards the matter as an 
urgent or even as an important one. 

As chairman of the Homosexual Law Reform Society 
I again bring this matter to the notice of the medical 
profession. While the Church has come down 
courageously and strongly on the side of implementation 
of the Wolfenden Report, the medical profession, whose 
concern it should be, has shown very little interest in 
the matter. Are we, like the politicians, to go on 
regarding it as of very little importance ? Do we wait 
quietly until another boy has hanged himself ?—I am, 
etc., 


London, W.1. KENNETH WALKER. 


Immunization Schedules 


Sir,—Present perplexities stem largely from the 
supposed need to prevent deaths from whooping-cough 
by vaccination during the first six months of life. The 
Registrar-General' records total deaths from whooping- 
cough, in England and Wales during 1958, of infants 
under 1 year of age as 18. This implies many areas 
similar to Croydon, where in a population of 250,000 
there has been in the last seven years one death 
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from whooping-cough, and that was more than four 
years ago. 

It would be gratifying to correlate this improvement 
with a decade of vaccination against whooping-cough, 
especially of very young infants. It is true that about 
50% of Croydon children have been receiving 
vaccination against whooping-cough, but scrutiny of 
the records for 1957 and 1958 shows 5% only were 
given three injections of antigen before the age of 
6 months. Since official recommendation? of early 
vaccination was issued in 1957, it is unlikely that this 
5% was exceeded in previous years. 

Notifications of whooping-cough in Croydon are 
diminishing, but not as yet to such a marked degree. 

Whatever deductions can be made from these 
findings, one thing seems certain. I am surely relieved 
of any obligation to urge now a new campaign to 
prevent deaths from whooping-cough by the vaccina- 
tion of very young infants. Indeed, to do so would 
seem either misguided or dishonest. The Registrar- 
General's report’ suggests a similar conclusion may, or 
will soon, apply to the country as a whole—I am, etc., 


Public Health Department, S. L. WriGut. 


Croydon. 
REFERENCES 
Registrar-General’s Quarterly Return for England and Wales, 
Second Quarter, 1959. H.M.S.O. 
* Ministry of Health Circular, 8/57. H.M.S.O. 


Sirn,—The report of the Wellcome Symposium 
(Journal, May 23, p. 1342) laid down the most suitable 
times for immunization in childhood. However, it 


often happens that for various reasons a child is not 
presented for immunization until after the ideal age for 
beginning the course. Some modification of the 
programme thus becomes necessary. Alteration of the 
age at which one prophylactic is given may aflect the 
timing of another. 

The following table has been found helpful in such 
cases, and may be of interest to your readers. 


Birth Weight and Maternal Smoking 


Sir,—I would like to comment on the article by Dr. 
C. R. Lowe on the effect of mothers’ smoking habits 
on the birth weight of their children (Journal, October 
10, p. 673). The author suggests the effect of smoking 
must be attributed to a direct retardation of foetal 
growth. Maternal weight-difference between smokers 
and non-smokers is dismissed as a possible causative 
factor on the basis of mothers’ statements about their 
weights immediately before pregnancy. No data are 
given concerning weight gain during pregnancy, and this 
could be different in the two groups. 

Whilst Thomson! stated that dietary deficiencies have 
little influence on the birth weight, Dr. Clement A. 
Smith,? of the Harvard University Medical School, 
states that 40-week babies born of mothers underfed at 
the end of pregnancy were smaller than 40-week babies 
born of mothers fed normally during pregnancy. 
Comparable findings were made by Walace*® in the 
sheep.—I am, etc., 


Queen Charlotte’s Maternity Hospital, 
London, W.6. 


E. C. Woop. 


REFERENCES 


* Thomson, A. M., Brit. J. Nutr., 1951, 5, 158. 

? Smith, Clement A., quoted by Barcroft, J., 
Prenatal Life, 1946. Oxford. 

* Wallace, L. R., J. Physiol., 1946, 104, 34. 


Medical Evidence 


Sir,—A doctor may be a recognized expert in his 
particular field and yet make a most unsatisfactory 
witness. The value of his testimony may be lost or 
obscured by the rhetorical tactics of a ski ‘ul and 
informed counsel. 

There are few incontrovertible facts in medicine, and 
expert medical testimony really consists of opinions 
expressed by physicians of established reputation, 
knowledge, and experience. It is almost always 
possible, however, to obtain an alternative or different 
interpretation of the accepted 
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The course given in column (a) is based on Schedule 
B of the Wellcome report. Smallpox vaccination has 
been introduced between the course of triple vaccine 
and that of poliomyelitis vaccine, as experience shows 
that wide gaps in a course tend to increase the defaulter 
rate. The changes in subsequent columns are governed 
by the fact that as the child becomes older the urgency 
of whooping-cough protection becomes less and that of 
poliomyelitis protection greater.—I am, etc., 

IAN TAYLOR. 


Public Health Department, 
London County Council 


Vv 
Diphtheria + tetanus at school entry. 


(Journal, October 10, p. 693), 
the tense atmosphere of the court in a murder trial is not 
likely to assist an objective presentation of ideas. | 
wholeheartedly agree with his suggestion that the 
system of cross-examination is not the best means 
of obtaining an expert’s real opinion and that it 
should be left to the judge to deal with the experts’ 
evidence. 

My preposition is that experts, nominated by the 
Crown and the defence, should meet under the 
chairmanship of a specially appointed medico-legal 
official to reach agreement, as far as may be possible. 
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m the medical aspects of the case. A report would 
then be submitted to the court and one of the experts 
would attend the trial to answer questions by the judge 
and/or jury in order that they might have a clear picture 
of the agreed medical findings. I strongly support Dr. 
[redgold’s plea that a committee be appointed to discuss 
the important question of medical evidence.—I am, etc., 


London, W.1. ELLIS STUNGO. 


Sir,—Dr. R. F. Tredgold’s letter (Journal, October 
0, p. 693) raises the pertinent question whether we, 
1s members of the medical profession, have any right 
to be treated differently from members of any other 
profession or branch of life. I would say not. It is 
natural that a few of us must seek protection within the 
dignity of the profession, but those of us who seek or 
ire sought out for publicity must be judged as 
individuals. Spurious dignity, or arrogance, will be 
surely revealed whether the scene is the law court or 
the television screen. The profession is not thereby 
ilfected unless it is suggested that it possesses a collective 
sense of guilt. 

Experts have always differed, and, when two such 
nedical witnesses do so in a court of law, one of them 
can be wrong. Counsel, fighting for his client, has a 
bounden duty to do all in his power to highlight his 
)wn witness’s evidence and find the flaws and loopholes 
n the opinion expressed by the opposing witness. This, 
while it is appreciated that there is no perfection in any 
human institution, is a healthy judicial approach. If, 
during the course of a cross-examination, the dignity 
of one of our colleagues is assailed we must accept 
this as a natural hazard. 

With regard to the presentation of opinion, I would 
suggest that the judge is well versed in eliciting the 
relevant points. I have been periodically called as a 
witness in divorce and nullity cases. Granted these 
cases are tried without a jury, I am still impressed by 
the ability of the judge, not only to rescue one from 
in uncomfortable and unconstructive cross-examination, 
but to take over the examination in an attempt to 
ybtain a balanced picture. This, I am sure, is a better 
picture following on counsels’ examinations and must 
be the one he would present to a jury.—I am, etc., 


London. W.1. Puitip M. BLoom. 


Tests for Phenylketonuria 


Sin,—We read with interest the article by Drs. N. K. 
Gibbs and L. I. Weolf (Journal, September 26, p. 532). 
We agree with all they say about tests for phenylketon- 
uria and would like to emphasize the advantages and 
the dangers of “ phenistix.” The apparent simplicity of 
the phenistix test is misleading, for if it is not used 
correctly a false-negative result may be obtained. It 
would be deplorable if in a mass survey the one positive 
case out of perhaps 25,000 babies tested was missed. 
We have been using phenistix for some months and 
have come across the following errors: 


1. Enclosing the test strip in the dry napkin in the hope 
that the result may be seen when the napkin is next 
changed: the positive colour-change fades within half an 
hour and so may be missed. 

2. Dropping the test strip into the sample of urine and 
leaving it there while watching for the colour change: the 
colour passes from the test strip into the urine and could 
‘asily be missed. 


3. Pressing the wet napkin on to the test strip too firmly 
and for too long, so that the chemicals pass from the strip 
on to the napkin and any colour change on the napkin can 
easily be missed. 


False-positive results have been amply described by 
Gibbs and Woolf, and we have had similar experiences. 
They are not, of course, serious, provided that the 
diagnosis is not made on the result of the phenistix 
alone. If any colour change appears in the test strip 
further biochemical investigations must be made ; these 
are always of academic interest and potentially of 
clinical significance. 

Phenistix is an excellent aid to diagnosis provided it 
is used with intelligence and with strict attention to 
detail, but this may be difficult to ensure when many 
people are assisting in a mass survey. One of the chief 
advantages of phenistix is the opportunity offered for 
routine testing of all babies at about the age of 6 weeks, 
so that the rare case may be picked up while treatment 
still offers hope of normal intellect. Many health 
visitors and others who may be doing such tests are 
unlikely ever to find a case of phenylketonuria. It is 
essential, however, that they should all be given the 
opportunity to see what a positive result looks like, and 
a further opportunity to see cases treated and untreated 
would help to maintain their interest. 

A fresh liquid sample of urine tested with ferric 
chloride solution will give an equally reliable (and a 
cheaper) answer. We feel that phenistix might well be 
reserved for testing fresh urine in napkins, or small 
pools of urine that have collected in the cot, on the 
mother’s knee, or even on the floor during examination 
of the baby. An alternative and very satisfactory 
method of using the phenistix test is to place a piece 
of filter-paper in the infant’s napkin. This can subse- 
quently be dried in the air and will give a reliable test 
for several days even when stored at room temperature ; 
it may even be sent by post. When making the test the 
dried paper is moistened with tap water and the test 
strip applied, and here again the positive colour may 
appear on the filter-paper rather than _ test strip. 


—We are, etc., > HH 
. ° ° J N. 
Alder Hey Children’s Hospital,,” A UDSO 

. IRELAND. 


Liverpool, 12. 


Renal Erythropdietic Principle 


Sir,—The interesting and stimulating paper by Dr. 
Sverre Osnes (Journal, October 10, p. 650) raises some 
points worthy of discussion. Particularly interesting is 
the response of uraemic mice to various plasma 
fractions, indicating inter alia the capability of uraemic 
bone-marrow to respond to erythropoietic stimuli in an 
apparently normal manner. 

Osnes claims to have found a factor, other than that 
which is usually called erythropoietin, which appears to 
be produced in the kidney. Erythropoietin, he claims, 
is produced in the liver. This is surely an important 
observation. 

One of the main points in distinguishing between 
erythropoietin and the kidney factor of Osnes is that 
erythropoietin production is alleged to continue when 
the animals have had both kidneys removed, and are 
subjected to the usual stimulus of bleeding. The graph 
(Fig. 9) of such an experiment shows the reticulocytosis 
in normal and nephritic mice following one injection of 
serum from nephrectomized bled mice. The graph 
shows the reticulocytosis in the respective groups to 
differ by approximately 1%. Ten animals were used. 
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The upright bars refer, | presume, to the usual 95% 
confidence limits (twice the standard deviation), which 
would seem to indicate a statistical significance. In an 
experiment with such marginal results it would be useful 
to know the total number of counts performed.—I am, 
etc., 

Institute of Clinical Research, H. G. SMITH 
The Middlesex Hospital Medical School 

London, W.1 


Haemoglobin * Bart's ’’ 

Sir,—I read with great interest the paper by Professor 
C. Choremis and his colleagues (Journal, September 5, 
p. 348) reporting the persistence of haemoglobin 
“ Bart’s” beyond infancy. This report provides me 
with the opportunity to clarify certain points relative to 
the “fast” foetal haemoglobin observed here' and 
referred to by Professor Choremis et al. 

Although this initial case is no longer available for 
study, several other samples of cord blood containing a 
“fast” fraction electrophoretically identical to that of 
the first case have been examined more extensively, and 
they show that the “fast” haemoglobin (1) moves 
anodically to haemoglobin J (kindly sent by Dr. Lie- 
Injo Luan Eng, of Djakarta) at pH 8.6, and (2) is more 
resistant to alkali denaturation than haemoglobin A, as 
evidenced by the examination of the isolated abnormal 
component in larger quantities. These data abolish two 
points of difference thought to exist between the 
abnormal foetal haemoglobin observed here and 
“ Bart's.” In addition the study of this foetal haemo- 
globin has disclosed that it resembles haemoglobin F 
with regard to ultraviolet spectrum and _ electro- 
chromatography on agar and that it moves faster than 
H on the Amberlite IRC-50 column. Nevertheless 
direct comparisons are still indicated and it is hoped that 
it will be possible to perform these in the near future. 

May I also add that a satisfactory method to 
demonstrate the inclusion bodies of haemoglobin H in 
red cells is the incubation of fresh cells-in a brilliant 
cresyl blue solution at 37° C. for one hour ??—I am, 
Ce. 

Maieytirion “ Alexandra” Hospital, | PHAEDON FEssas. 


Athens 
REFERENCES 
Fessas, Ph.. and Papaspyrou, A., Science, 1957, 126, 1119. 
* A Laboratory Manual on Abnormal Haemoglobins, 1958. 
Blackwell, Oxford. 


German Medicine Abroad 


Sik,—How heartily I can endorse the words of 
Professor W. C. W. Nixon (Journal, October 10, p. 693), 
for, as | wrote to you earlier this year on my return 
from Egypt, the Lebanon, Persia, and Turkey, it was 
devastating to pride and courting prejudice to observe 
at first hand the ousting of British medicine, books, and 
methods by high-powered salesmanship and State-aided 
promises from east of the Rhine and west of New 
York. 

Against great odds the British Council has done, and 
still is doing, magnificent work to combat these trends, 
but if we are to hold our pre-war prestige in medicine 
and trade—and who ab initio has done more than we?— 
it is essential that we obtain concrete backing not only 
from Government but from Big Business, universities, 
and medical schools. Surely each and every school and 
university can admit at a minimum 1% of candidates, 
all too anxious to come, provided they have attained 
the language and educational standards required. In 
the Middle East this year, and only last month in 
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Portugal (our oldest ally), I heard this lament. The 
answer in every case made through Embassy or British 
Council had been the same—‘‘ Sorry, no money and 
no room "—and yet all the men were picked candidates 
with perfect English and well able to pay their own 
way. But even if they could not, surely it would pay 
us handsome dividends to finance or grant them 
scholarships. 

In May of this year in Amsterdam I met one of these 
lads from Colombia. He had started here because his 
parents had loved England, but for financial reasons 
alone after a year he found himself unable to prolong 
his stay. Without any difficulty he applied for, and 
immediately obtained, a scholarship at the Frauen- 
klinik, Hamburg. Assuredly, as Professor Nixon 
suggests, we are digging our own graves if universities, 
medical schools, and hospitals cannot see their way to 
helping students from the Middle East. Is it not 
possible for Big Business to finance 1% per annum of 
accredited candidates who would eventually return to 
their own country pro-British.—I am, etc., 


London. W.1. V. B. GREEN-ARMYTAGE. 


Sextuplets 


Sir,—Dr. W. T. Simpson (Journal, October 3, p. 634) 
and your readers might like to know that an illustrated 
account of the Accra sextuplets was published at the 
time of their birth by J. W. Kerr and H. Cookman.’ 
The illustration was republished by C. F. Mayer? in a 
long and most interesting paper entitled “ Sextuplets 
and higher multiparous births—a critical review of 
history and legend from Aristoteles to the twentieth 
century.” 

On Sunday, April 19, 1903, Drs. Kerr and Cookman 
were called to see a native woman of Accra, Gold Coast, 
who was reported to have given birth to six children. 
On arriving at her house they found an excited crowd 
in the street outside being held in check by a strong 
detachment of police. On entering they found the 
woman lying on the floor, as was the usual custom in 
native deliveries. In a corner of the hut there were six 
newly born infants, five boys and one girl. Between 
them all there were four placentae. The woman was 
four hours in labour, and the births followed one 
another rapidly. On, the 21st one child died; on the 
22nd four died, and on the 26th the sixth child, which 
was a girl, also died. Shortly after the children’s birth 
the mother appeared to be very much exhausted but 
ultimately made a complete recovery. The doctors 
ascertained that at her first confinement she gave birth 
to four children, at her second and third confinements 
to three children each time. These with her last litter 
made a total of 16 children in four confinements.— 
I am, etc., 

Manchester, 3. WILLIAM BROCKBANK. 
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The Customary Fee 

Sir,—It is, I believe, an excellent thing that Mr. W. R. 
Smith (Journal, September 26, p. 583) has written on 
the subject of “ The Customary Fee,” as I am sure that 
the practices which have crept in currently are an 
abhorrence to many practitioners privately, but being 
usually of a personal nature they have been loath to 
bring the matter to notice. 
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The tradition that I have been brought up in is that 
dog does not eat dog.” Early in life I was informed 
st the occasion when my grandfather, a_ general 
practitioner, wrote a cheque for a knighted consultant 
physician who had visited my grandmother. The 
consultant on this occasion expressed his sentiments 
suitably by tearing up the cheque in front of my grand- 
father with apt comment on the fact that he had been 
even offered it. Of recent years my mother, a general 
practitioner’s widow, was introduced by her doctor’s 
sister-in-law to a consultant who had, in fact, worked 
previously in the same hospital as the introducing 
doctor. On this occasion my mother was considerably 
surprised to receive in due course the account of the 
consultant. More recently, I am pleased to say that 
ny mother’s experiences have been far more pleasant 
when ill-health has overcome her. 

in one’s medical training in hospital I cannot recollect 
that any mention of this particular matter ever arose, 
and let us trust therefore that the tradition is broken 
through ignorance alone, and that this correspondence 
nay right the matter in many cases.—I am, etc., 
Welwyn Garden City, E. H. J. Correr. 
Hertfordshire. 


Cardiac Arrest 


Sir, —Your correspondents Dr. Kathleen G. Wright 
and Dr. Eugene Thomas (Journal, September 26, p. 580) 
are to be congratulated for describing their case, which 
illustrates once more the potential dangers of suxa- 
methonium. It would be wise now to call them real 
dangers rather than “ potential,” which was the adjective 
used by Dr. J. Bullough in his warning letter (Journal, 
March 21, p. 787). There now appears little doubt that 


the first of a sevies of injections of suxamethonium 


sensitizes the myocardium in some way to subsequent 
injections, which may slow, derange, or arrest the heart’s 
action, although a tachyphylactic reaction develops later 
in the series. An adequate vagal block will protect the 
heart. 

| have long felt that suxamethonium should be treated 
with great respect. We use it for its relaxant properties 
because its structure is similar to that of acetylcholine, 
which at the motor end-plate causes muscular contraction 
followed by a very brief refractory period before it is 
destroyed. Suxamethonium imitates this nicotinic action 
very clearly. We have all seen the skeletal muscle 
fibrillation preceding the relaxation of the rather longer 
refractory period of 3-5 minutes before the muscle 
finally recovers tone and use. I have always supposed 
that suxamethonium could similarly reproduce the 
muscarinic actions of acetylcholine, and I noticed some 
four years ago that, on giving suxamethonium to an 
unpremedicated patient, the mouth and pharynx poured 
secretions as does that of a patient who receives 
neostigmine without prior atropine. Having taken this 
view, One must expect bradycardia, and cardiac 
irregularities or arrest, following the injection of 
suxamethonium without an adequate vagal blockade. 

It is relevant to describe a case of cardiac arrest which 
came to my notice over two years ago. 

The patient was a boy of 16 years who was to have 
had a submucous resection of the nasal septum under 
veneral anaesthesia. Premedication had been with 
papaveretum, gr. 1/6 (11 mg.), and scopolamine, gr. 1/300 
(0.22 mg.). Induction was with thiopentone and 100 mg. 


suxamethonium, and after spraying the larynx (with, I think, 
- “ metycaine ” 


-piperocaine hydrochloride) an _ oral 





intubation was effected. The classical signs of cardiac 
arrest were then noted, and cardiac massage restarted the 
heart although consciousness was never regained and death 
supervened during the following 24 hours. 


My memory fails me in several details in the above 
report and I have not access to records for them. For 
this I apologize, but the dose of thiopentone seemed a 
suitable one at the time. It is possible that the laryngeal! 
spray was to blame, but this did not seem to fit the 
picture. One cannot entirely rule out a diagnosis of 
vagal inhibition on intubation with inadequate vagal 
blockade—this was a small dose of scopolamine for this 
age, size, and expected basal metabolic rate. However. 
the far more feasible explanation to my mind is that 
this very large dose of suxamethonium coupled with 
the small dose of scopolamine produced the logical 
result.—I am, etc., 


Orpington, Kent. N. LAURIE SMITH 


Herpes Zoster and Varicella 


Sir,—A man aged 79, in poor general health because 
of arthritis, chronic bronchitis, and a failing heart. 
developed herpes zoster on September 13, 1959, over 
the left scapula and down the inner side of the left arm 
He lives in the country in almost complete isolation and 
never leaves his garden. His elderly housekeeper goes 
out once a day to do the necessary shopping. There are 
no visitors. On September 22 he developed a severe 
varicella with macular and vesicular eruption over the 
entire body. There is no known varicella in the district. 

Does this complicate or simplify the much-discussed 
relationship between herpes zoster and varicella ?— 
I am, etc., 

Monaco. 


H. R. B. Gipson. 


Herpes Zoster and Paralytic Teus 


S1r,—Herpes zoster, though a fairly common infection 
seen in general practice, does not usually lead to serious 
complications. Of the visceral manifestations, however, 
Russell Brain mentions involvement of the pleura and 
the urinary bladder as well as symptoms resembling 
duodenal ulcer.' It is clear that it is theoretically 
possible for the virus to invade the autonomic nervous 
system, and a recent case that came under my care 
illustrates this point. 

A man, aged 62, developed typical symptoms of herpes 
zoster with a rash affecting the left lumbo-sacral region, 
groin, and the front of the left thigh. This area 
corresponded to the cutaneous distribution of the spinal 
segments D12, L1, and L2. 

The day after the eruption appeared he began vomiting, 
and later complained of vague abdominal pains. The 
vomiting continued for two days, when he was found to 
have a distended tympanitic lower abdomen. The rectum 
was empty, and he had not had his bowels open for four 
days. He was forthwith admitted to hospital, where he 
narrowly escaped a laparotomy. Fortunately the distension 
subsided after a few hours, and he passed a motion three 
days later. 

I do not think there can be any doubt that this man 
had a paralytic ileus due to temporary involvement of 
the sympathetic innervation of the large intestine. This 
must be a very unusual complication of herpes zoster.— 
I am, etc., 


Bungay, Suffolk. HuGH CANE. 
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Thalidomide 


Sir,—My attention has been drawn to Dr. L. P. 
de Souza’s letter (Journal, October 3, p. 635), giving his 
personal experience of the new non-barbiturate drug 
“ distaval” (thalidomide), for treating insomnia in 
elderly patients. May I add my own experience in 
treating some middle-aged presenile dementia cases with 
arteriosclerosis who were suffering from chronic 
insomnia ? They responded well to thalidomide, but 
it promoted some hypotension and bradycardia and also 
prolonged diurnal drowsiness. This was counteracted 
with strong coffee and plenty of fluids. Presumably 
the cause of the prolonged drowsiness was delay in the 
drug's detoxication in the liver; but I must admit there 
was no associated headache, nausea, or vomiting. 
Perhaps a mild cerebral stimulant, of the amphetamine 
group, might be combined with this soporific to prevent 
the diurnal drowsiness after its use.—I am, etc., 

A. K. K. NYAZAIL. 


Leavesden Hospital, 


Watford 


Intestinal Diverticula 


Sir,—Having read your annotation on_ intestinal 
diverticula (Journal, September 26, p. 557), it occurred 
to me that the macrocytic anaemia and steatorrhoea 
which may follow gastrectomies of the Polya type may 
be mediated by a similar mechanism, the duodenal 
stump acting as the diverticulum. One might expect, 
then, that antibiotics would prove valuable in the 
treatment of these somewhat refractory conditions. 

I am, ete., 
Guy's Hospital, S.E.1. C. S. OaG, 
Medical Student. 


Treatment of Pilonidal Sinus 


Sir,—I read with interest Mr. A. J. H. Rains’s article 
on primary suture of pilonidal sinus (Journal, August 15, 
p. 171). I was, however, rather surprised when he stated 
that excision without primary suture is common practice 
to-day. I was under the impression that excision with 
primary suture was universal and that it no longer 
presented a problem. 

The reason for my surprise became apparent when I 
read Mr. D. L. Stevenson's letter on this subject a 
fortnight later (Journal, September 12, p. 430) 
advocating Oldham’s method.’ Apparently this method 
is not too widely known. I had the good fortune to 
be Mr. J. B. Oldham’s senior registrar at Birkenhead 
General Hospital from 1950 to 1953. During that period 
| was introduced to this simple method of excision of 
pilonidal sinus with primary suture, which gave uniform 
success. During the last four years 15 cases have been 
operated on in Our Lady’s Hospital, Navan, County 
Meath, using this method. All were successful, and 
had left hospital under four weeks. Post-operative 
discomfort was minimal, and there were no recurrences. 
I can therefore lend support to Mr. Stevenson’s 
Statement when he says that this technique gives 100% 
healing. 

Mr. P. G. Collins in his letter (Journal, September 12, 
p. 430) objected to primary suture on the following 
grounds: (1) It is time-consuming. (2) Breakdown of 
the wound is likely to occur. (3) Recurrence is likely. 
(4) It cannot be entrusted to an inexperienced surgeon if 
good results are to be obtained consistently. In reply 
to these objections I would like to point out that the 


Oldham operation takes less than thirty minutes to 
perform ; in the series mentioned above neither break- 
down nor recurrence has occurred, and in the 
Birkenhead General Hospital it used to be the custom 
to entrust a new registrar with this operation, after he 
had assisted at it not more than once or twice, without 
untoward effect. I have a feeling that this technique 
is not nearly as well known as it deserves to be. There 
is an excellent description of this procedure to be found 
in British Surgical Practice.*-—I am, etc., 
Our Lady’s Hospital, E. F. SHANAHAN. 
Navan, County Meath. 
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Intraocular Acrylic Implants 

Sir,—lIt is interesting to read Mr. D. P. Choyce’s most 
valuable paper (Journal, October 3, p. 609) on the 
subject of intraocular anterior-chamber lens implants, 
confirming the results which are now being obtained 
with this technique by practising ophthalmic surgeons 
all over the country. There is no doubt that this 
technique, which derives entirely from the pioneer work 
of Mr. Harold Ridley, can be of the greatest benefit in 
many cases of uniocular aphakia. 

This paper does, however, raise the perennial question 
of when, where, and how an eponymous nomenclature 
should be applied to a variation in equipment and 
technique. Does 0.41 mm. of plastic qualify for this ?— 
We are, etc., 

M. J. GILKEs. 
Sussex Eye Hospital, D. St. CLAIR ROBERTS. 

Brighton. 


Qualification in Medicine 

Sir,—How is it that your correspondents (Journal, 
October 17, p. 758) seem to think that a higher qualifica- 
tion is (a) gained by just writing a thesis, (b) is probably 
antithetical to mature treatment of mankind in the form 
of patients and colleagues? An M.D. candidate is 
willing to have his knowledge checked by people of 
sufficient experience and scholarship to do so; that is 
all there is to it. He’ must have had reasonably adequate 
experience to be entitled to sit his doctorate. Long 
years of work alone do not necessarily make a Doctor 
out of a Bachelor, but they do tend to produce a certain 
number of individuals who develop a “ fox without a 
tail mentality. In at least one university the doctorate 
is taken by a very high standard of papers, clinicals, and 
vivas, plus thesis. For goodness’ sake let us strive for 
high standards, not the meanest wherewithal we can get 
by with in a politico-medical field.—I am, etc., 

London, W.1. Atice E. Buck. 


Syphilis and Mental Deficiency 


Sir,—Dr. J. D. Redmill (Journal, October 17, p. 759) 
will appreciate that syphilis is not legally notifiable, and 
that consequently there can be no “ official statistics ” 
of this or any other venereal disease. This and the fact 
that many cases of syphilis are treated elsewhere than in 
the clinics has already been “ officially noted * in more 
than one of the annual reports of the Chief Medical 
Officer of the Ministry of Health, and his report for 
1957' also mentions a recent inquiry conducted by the 
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B.M.A. in association with the Medical Society for the 
Study of Venereal Diseases at the request of the Ministry 
in four representative areas. The results of this inquiry 
indicated that an appreciable amount of venereal disease 
is treated by family doctors, as well as by specialists, 
both privately and under the National Health Service. 
The report goes on to say: “It will thus be seen that 
the clinic figures represent but a part, albeit a consider- 
able part, of the total venereal disease in the country, 
that many cases are treated outside the clinics, and it 
is certain that many more are not treated at all.” 

Though it is probably fair to say that trends of the 
incidence of new infections can be discerned from the 
cl'nic figures, it must not be forgotten that the Registrar- 
General’s report for 1957? shows that 692 men and 
women died in that year from aneurysm of the aorta 
(excluding those specified as “non-syphilitic: or 
dissecting “), as against an average of 651 during the 
years 1945-9.—I am, etc., 


Bushey Heath, 
Herts. 


G. L. M. McELLIGorTT. 
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Motor-cycle Accidents 


Sir,—Mr. Hilary Watts’s letter (Journal, October 17, 
p. 761) on the subject of motor-cycle accidents and the 
inexperienced 16-year-old is really beside the point. 
Having shared at one time Dr. M. Goldman's experi- 
ence in a casualty department (Journal, September 19, 
p. 501) I can assure Mr. Watts that even a 30 m.p.h. 
(48 k.p.h.) crash on a moped can produce some pretty 
severe injuries. 

The point is cbviously related not so much to the 


inexperience of a 16-year-old but to the often poorly’ 


developed sense of responsibility of the adolescent. If 
the iaw is to be altered let it be in the direction of not 
issuing driving licences for motor-cycles until the age 
of 21, or, alternatively, limiting the capacity of the 
things to 50 c.c. Mr. Watts’s suggestion will not cut 
down the number of accidents but will sell more motor- 
cycles.—I am, etc., 

London School of Hygiene and Epwin R. Nye. 
Tropical Medicine, 

London, W.C.1. 


POINTS FROM LETTERS 


Qualification in Medicine 

Dr. K. C. SHARMA (Manchester) writes: Great Britain is 
the only country in the world where [so many] letters exist 
for the qualifications in different branches of medicine. . . . 
The existence of these letters creates a strange feeling of 
competition amongst the medical people. An M.B.. B.S. 
thinks that he is better qualified than an L.R.C.P., M.R.CS., 
since the former is a university graduate, while an M.D. 
thinks that he is superior to an M.B., B.S., since the former 
has written a thesis. To add to it we say that it is more 
dignified to be a Fellow of the Royal College of Physicians 
than to be a Member. ... The result is that a good 
part of a doctor's life is spent in the achievement of these 
“letters” rather than in doing some solid research work 
after the qualifying degree. Things are not so on the 
Continent, in Russia, or the U.S.A. The doctors’ threshold 
for “letters” in these places is said to be low. They feel 
satisfied with the qualifying degree, and then get busy with 
the research work or clinical work of the specialty in which 
they are interested. Are these countries not producing 
equally good research work in the field of medicine as we, 
the doctors in the Commonwealth countries, are doing ? 
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C. G. IRWIN, M.B., F.R.C.S.Ed. 


Mr. C. G. Irwin, formerly surgeon-in-charge of the 
orthopaedic department of the Royal Victoria Infirmary, 
Newcastle upon Tyne, died in his sleep in the night of 
October 13-14. He was 65 years of age. Although it 
was known that his health had been poor for some time 
his death came as a great shock, since he had continued 
his busy private practice after his retirement from the 
Infirmary in June, and had given evidence at the assizes 
the day before his death. 


Charles Gordon Irwin was born at Tynemouth on June 25, 
1894, the son of Mr. Charles Irwin, who was well known in 
Tyneside coal and shipping circles. As a young schoolboy 
he cut the flexor tendon of his left index finger while at 
sea in a tramp steamer, and the perfect end-result was 
periodically demonstrated by him in later life to extol the 
value of secondary suture for this type of injury. His first 
school was in Tynemouth, and after a public school 
education at Stramondgate House, Kendal, where he gained 
fame as an all-round sportsman, he entered the Newcastle 
upon Tyne College of Medicine in 1912. When war was 
declared in 1914 Gordon Irwin was one of the first to 
volunteer and proceeded to ‘France with a detachment of 
medical volunteers from Newcastle under Colonel John 
Clay. As a private soldier he was supremely happy and 
rapidly reverted from the rank of acting lance-corporal, to 
which he was promoted on rare occasions. In December, 
1915, he was sent back to college and in 1917 graduated 
M.B., B.S. from Durham University with honours in 
medicine. Before this he had acted as unqualified house- 
surgeon to Mr. A. M. Martin and Dr. Alfred Parkin. After 
graduation he rejoined the R.A.M.C. and saw service in East 
Africa, Egypt, and India. The aftermath of war, with its 
many orthopaedic problems, turned his mind in this 
direction and in 1919 he spent six months studying under 
Sir Robert Jones in Liverpool, absorbing the principles of 
orthopaedic surgery from that great and wise teacher. 

On return to Newcastle in 1920 Irwin was appointed 
surgical registrar to the Royal Victoria Infirmary and had 
the good fortune in his formative surgical years to work 
under Mr. Brunton Angus, Mr. John Clay, and the late 
George Grey Turner. He gained his F.R.C.S.Ed. in 1922, 
and in 1926 won the Heath Prize (with Mr. John Gilmour) 
for an essay on the growth of bone and bone grafting. In 
1919 he had been appointed orthopaedic surgeon to the 
Ministry of Pensions, and many were the surgical anecdotes 
he told of the days he worked under Professor Rutherford 
Morison, who always referred to Irwin as “ Mr. President.” 
1924 saw the beginn:ng of ten years’ general surgical service 
he rendered to Tynemouth [nfirmary, and during this time 
he was also visiting surgeon to the Cameron Hospital at 
Hartlepool and Durham County Hospital. At the age of 34 
Irwin was appointed assistant honorary surgeon to the 
Royal Victoria Infirmary under Mr. Norman Hodgson, but 
his interests remained primarily orthopaedic, and in 1931 
he was made the first honorary orthopaedic surgeon to the 
Infirmary. In 1933 the newly built orthopaedic department 
was opened, largely owing to his enthusiasm and energetic 
canvassing for funds. From then until his retirement in 
June this year this department was his pride and joy, and 
few were the days that he failed to appear promptly at 
9 am. In 1933 he was appointed clinical teacher in 
orthopaedics to the College of Medicine, and promoted to 
lecturer in orthopaedic surgery in 1942. As a clinical 
teacher he was probably at his best, and his lectures were 
always well attended, since he had a ready wit and the 
dough was invariably leavened with apt anecdotes. 

During the years 1933 to 1949, when Irwin was senior ortho- 
paedic consultant in Newcastle, many other appointments 
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came his way. He was probably proudest of being 
vice-president of the British Orthopaedic Association in 
1952-3 during the period of the great congress of English- 
speaking Orthopaedic Surgeons in London. A member of 
the British Medical Association for over 35 years, he served 
as a vice-president of the Section of Orthopaedics when the 
Association held its Annual Meeting at Harrogate in 1949, 
and two years ago, at the Newcastle Meeting, he was 
president of the Section. From 1946 to 1956 he was a 
member of the B.M.A.’s Orthopaedic Group Committee. 
With Watson-Jones, Nicol, and others he was concerned 
with the foundation of the miners’ rehabilitation centres 
and toured America in 1948 to spread the gospel on this 
experiment to the doubting U.S.A. When the medical 
appeal tribunals were set up in 1949 he was one of the 
Original medical members, and continued with this work 
until his death. From the appointed day under the National 
Health Service Acts in 1948 until his retirement Irwin was 
adviser in orthopaedics to the Newcastle Regional Hospital 
Board, to which he gave unstinting service in the growth 
of orthopaedic facilities in the northern region. He was 
also a member of the highly exclusive Robert Jones dining 
club. With all these appointments Gordon Irwin neverthe- 
less ran a busy private practice from 1920 to 1959, and 
was held in high regard» by his legal colleagues, being 
considered an expert on most aspects of workmen's 
compensation. Writing never appealed to him, but he was 
associated with Mr. A. H. G. Munro in an important paper 
on interlocked articular facets in fracture dislocation of the 
spine (Bone and Joint Journal, 1938) and he also published 
papers on Crohn’s disease (1922) and phlegmonous enteritis 
(1932). 

As an operator, Gordon Irwin was a delight to watch. 
He demonstrated the calmness of competence to a marked 
degree and his unruffled gentleness invariably led to the 
perfect healing of wounds, which gave him the reputation 
of having “ green fingers.” He never failed to impress on 
his listeners his debt to his early training in general surgery, 
and it was ever his delight quickly to demenstrate any 
medical or surgical problem that strayed into the ortho- 
pacdic out-patients. As chief of a large department, he 
was unfailing in his encouragement to his juniors, and his 
agile mind took readily to new ideas, provided they were 
sound, Fame in surgery, however, was only a part of 
Gordon Irwin's life. He was a most versatile sportsman, 
who excelled in all he took up. Fishing and shooting were 
his great loves, and he will be sadly missed by his friends 
on the Tweed and on the grouse moors of Northumberland 
and Durham. In 1938 his picture appeared on the front 
of The Field with a salmon weighing over 56 lb. which he 
killed in Norway. He played hockey and tennis for 
Northumberland and was a keen footballer in his younger 
days. [n late years golf absorbed and irritated him, and 
in 1958 he was honoured by being made captain of the 
Northumberland Golf Club, an appointment he graced with 
enthusiasm and charm. With all this behind him it was 
natural that Gordon Irwin should be at his best in the 
verbal badinage of male company, where his culture and 
wide knowledge of surgery, sport, men and affairs made 
him the most entertaining of companions, and throughout 
his life he always preserved a rare dignity and was a very 
great gentleman. To his wife, Kathleen (née Fenwick), 
whom he married in 1924, his surviving son Kenneth, and 
his daughter Anne, his many friends in all walks of life 
offer their deepest sympathy on their great loss.—J. V. T. 


R. S. S. STATHAM, O.B.E., M.D, Ch.M., F.R.C.O.G. 


Dr. R. S. S. Statham, formerly professor of obstetrics 
in the University of Bristol, died suddenly in Liverpool 
on October 5. He was 75 years of age. 


Reginald Samuel Sherard Statham was born at Aldershot 
on March 11, 1884, the son of the Rev. S. P. H. Statham. 
From Bradfield College, where he was a_ classical 
exhibitioner, he went on to study medicine at Bristol, where 
he gained the Guthrie scholarship, and at the Westminster 
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Hospital. He qualified M.R.C.S., L.R.C.P. in 1910, and in 
the following years obtained the degrees of M.B., Ch.B. of 
the recently founded University of Bristol. He proceeded 
to the M.D., with honours, in 1913, and to the Ch.M. in 
1922. He was elected a foundation Fellow of the Royal 
College of Obstetricians and Gynaecologists in 1929. ; 

After qualification Statham held a number of hospital 
appointments, and from 1912 to 1919 was obstetric registrar 
at Bristol Royal Infirmary. Entering the R.A.M.C. a few 
days after the outbreak of the first world war in 1914, he 
served throughout the war, mainly in France, and attained 
the rank of major. Twice mentioned in dispatches, he 
was awarded the Mons star and bar, and in 1919 was 
appointed O.B.E. After the war he returned to Bristol, 
where he became assistant gynaecologist to the Royal 
Infirmary in 1922, and, later, honorary gynaecologist and 
obstetrician. He was also lecturer and demonstrator in 
obstetrics in Bristol University, and, subsequently, until 
ill-health caused him to vacate the chair in 1934, he was 
professor of obstetrics. He then entered general practice 
at Cheddar. During the second world war he rejoined the 
R.A.M.C. as a lieutenant and served until 1946, attaining 
the rank of colonel. For many years after the war he was 
a member of a pensions appeal tribunal, of which he 
became chairman. In 1916 he married Miss Nan Sherwin, 
and she survives him together with the son and daughter 
of the marriage. 

H. L. S. writes: Few men can have enjoyed so many aspects 
of medical practice as Dr. Reginald Statham. In his 49 years 
of professional life he had seen service with the R.A.M.C. in 
both world wars, held the appointment of consultant obstetri- 
cian in a teaching hospital, occupied a chair of obstetrics, 
become a busy country general practitioner, and, finally, 
worked for many years as a member of a pensions appeal 
tribunal. In all these activities he showed great interest 
and keenness in his work and made many friends. He had 
a great love for the Bristol Royal Infirmary, and under his 
leadership the obstetric and gynaecological department 
developed greatly in size and standard of work. He was a 
good surgeon and teacher, and was one of the early 
enthusiasts for the use of the cinematograph in the 
instruction of medical students. In 1934 a prolonged attack 
of illness made him decide to retire, but his recovery of 
health was so remarkable that he was able to take over 
his uncle’s general practice in Cheddar, and, subsequently, 
to serve in the R.A.M.C. again for six years. He has left 
many pleasant memories to his patients and colleagues in 
Bristol and Cheddar. 

Dr. H. J. Orr-Ewinc writes: Perhaps a word might be 
added with regard ,to Reggie Statham’s war service 
experience. He joined the Army as a temporary lieutenant, 
R.A.M.C., on August 4, 1914, and was one of the very few 
temporary officers who proceeded to France with the British 
Expeditionary Force. He was posted to No. 3 Field 
Ambulance of the Ist Division and accompanied it through 
the retreat from Mons, the Marne, and the Aisne. He then 
became regimental medical officer to the 2nd Munsters and 
served with them through the Ypres battles, Festubert and 
Neuve Chapelle. He thoroughly enjoyed this period of 
existence and was completely at home and persona grata 
with everyone from commanding officer to the newest-joined 
private from Cork. In 1915 he joined No. 5 General 
Hospital at Rouen and remained with this unit until the 
end of hostilities. He was one of the surgical specialists 
(J. E. H. Roberts was another), and in every way threw 
himself whole-heartedly into the work of the hospital. 
There is no space to tell of the unique position he gained 
in authority and in affection. When the second world war 
broke out he immediately volunteered for service and 
eventually became commanding officer of a large hospital 
in the Home Counties, where again he was universally 
beloved and admired. I, who knew him intimately in the 
old days, believe that his periods of Army service were the 
happiest years of his life. His unfailing resourcefulness, 
courage, good humour, and power of “getting on” with 
people never stood him in better stead. 
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F, TIERNEY, M.R.C.S., L.R.C.P., D.M.R.E. 


Dr. T. F. Tierney, who was formerly consultant 
radiologist to Charing Cross Hospital and honorary 
radiologist to the London Zoological Society, died in 
Singapore on October 9. He was aged 53. 


Thomas Fane Tierney was the son of a_ general 
practitioner. He was educated at Westminster School and 
received his medical training at St. Bartholomew’s Hospital, 
qualifying in 1930. He began early to specialize in 
radiology, and after taking his D.M.R.E., Cambridge, in 
1934 he was appointed clinical assistant and then, two years 
later, assistant radiologist at Charing Cross Hospital. From 
1939 to 1945 he served in the R.A.M.C., mostly in the 
Middle East, and rose to the rank of major. He then 
returned to Charing Cross Hospital to become senior 
radiologist, and continued in that position until 1951. He 
joined the B.M.A. when he qualified and took an interest 
in its affairs. He was a member of the Consultants and 
Specialists Group Committee in 1948-9 and became 
honorary deputy secretary of the Marylebone Division in 
1950. He was a representative of his Division at the Annual 
Representative Meeting in Liverpool in that year. 


S.J. R. writes: Fane Tierney was a man of many parts. 
As honorary radiologist to the London Zoological Society 
he took a great interest in the numerous animal personalities 
with which he became acquainted during his frequent Sunday 
morning visits. He had a genuine love of music and was a 
capable pianist with many friends among those of similar 
interest. For many years he was a keen member of the 
Bentley Drivers Club, and took part in many of their 
organized activities. His spirit of adventure led him to 
resign his appointments in 1951 and emigrate with his family 
to Salisbury, Southern Rhodesia, where, ably assisted by 
his wife, he engaged again in private radiological practice. 
Unfortunately his health, which had not been good when 
he was in England, deteriorated still further in Rhodesia. 
For this reason he was again forced to give up practice, and 


after a short time spent in Japan he made his way to . 


Singapore to take up a radiological appointment under the 
Government. It was here that he died after a sudden acute 
illness. 

He leaves a widow, two sons, and a daughter. To them 
and to his brother we extend our sincere sympathy. 


O. F. THOMAS, F.R.C.P., D.P.H. 


Dr. O. F. Thomas, physician superintendent of Aintree 
Hospital, Liverpool, died at the hospital on October 17. 
He was 60 years of age. 


Oliver Frank Thomas was born in 1899, and studied 
medicine at the Victoria University of Manchester, 
qualifying M.R.C.S., L.R.C.P. in 1924. Two years later 
he took the Liverpool D.P.H. Elected a Member of the 
Royal College of Physicians of London in 1931, he was 
admitted a Fellow of the College in 1953. After 
qualification he held appointments at Mill Road Infirmary 
and Highfield Sanatorium, Liverpool, and from 1927 to 
1932 was senior resident medical officer at Broadgreen 
Hospital, Liverpool. In the latter year he accepted the 
appointment of tuberculosis medical officer for the county 
borough of Sunderland, but the death of Dr. H. R. 
Macintyre in 1932 left vacant the post of medical 
superintendent at Broadgreen, and Dr. Thomas withdrew 
from the Sunderland appointment on being nominated Dr. 
Macintyre’s successor. In 1955 he became physician 
Superintendent at Aintree Hospital, an appointment he 
held until his death, A member of the British Medical 
Association for thirty-five years, he served as a vice-president 
of the Section of Diseases of the Chest and Tuberculosis 
when the Association held its Annual Meeting at Liverpool 
in 1950, and he was a member of the Tuberculosis Group 
Committee of the B.M.A. from 1954 until March this year. 
He leaves a widow and two daughters. 


T.L.H. writes: In the sudden passing of Dr. O. F. 
Thomas Liverpool has lost one who made a very great 
contribution to the prevention and treatment of tuberculosis 
in the city. First as medical superintendent at Broadgreen 
Sanatorium, and later as physician superintendent of Aintree 
Hospital (formerly Fazakerley Sanatorium), he had the 
responsibility for the treatment and care of large numbers 
of sufferers from tuberculosis, who owe much to his kindly 
skill and friendly care. He was ever ready to adopt the 
newer methods of treatment, and yet cautious until they had 
been proved to be safe and free from any detrimental side- 
effects, He had participated in a number of clinical trials 
for the Medical Research Council in connexion with the 
newer antibiotic and drug treatment of tuberculosis, and 
succeeded in building up at Aintree a highly skilled thoracic 
surgical unit for the treatment of tuberculous cases requiring 
chest surgery. 

During the mass x-ray survey in Liverpool earlier this 
year he arranged for an adequate number of beds and 
skilled treatment to be made available for those who were 
found to be suffering fronf tuberculosis. The success of 
this aspect of the campaign was largely owing to his 
administrative ability and foresight. His death in the prime 
of life, and when the whole problem of tuberculosis is 
coming within measurable distance of control, is a great 
loss to the team engaged in the Liverpool region in this 
important work. He knew that he was a very sick man, 
but he carried on courageously with his work almost to the 
end. Our deepest sympathies are extended to his widow 
and two daughters. 


W. E. GALLIE, M.D., Sc.D., F.R.C.S., F.R.C.S.Ed. 
F.R.C.S.C., F.A.C.S. 


The obituary of Professor W. E. Gallie was printed in 
the Journal of October 10 (p. 698). 


A.S.T. writes: As one of the few British surgeons who 
had the good fortune to receive part of his surgical training 
under the late Professor W. E. Gallie, may I add my tribute 
to those who have already written in praise of his great 
accomplishments and contributions to surgery? W.E. was 
one of the greatest professors of surgery on either side of 
the Atlantic. He was not an academic scientist in the sense 
of living in an ivory tower of laboratories and slide-rules, 
but an eminently practical surgeon concerned with the 
everyday work of the hospital and the welfare of his 
patients. Notwithstanding this, under his inspiration all 
members of his staff and of the Gallie course were engaged 
in original experimental work or in animal surgery which 
resulted in the pre-eminence of the Toronto Medical School 
to-day and the numerous distinguished Canadian surgeons 
trained by him. 

Like all great men, simplicity and humility were his 
outstanding characteristics. Whether on his weekly ward 
rounds on each of the three surgical services of the Toronto 
General Hospital or in staff meetings, he never feigned 
omniscience nor glossed over difficulties, but whenever a 
problem arose he suggested ways whereby it might be solved. 
Among such a galaxy of brilliant colleagues in Toronto, 
many of them as ruggedly individualistic as surgeons often 
are, W.E. was the undisputed and revered leader. One 
felt that had fortune led him into politics or diplomacy 
rather than surgery his success would have been equally 
great. Although abroad he was probably best known for 
his fascial graft, in Canada one realized that this was only 
a small part of his contributions and that he was equally 
renowned as an orthopaedic and a paediatric surgeon. I 
doubt if he would have ever claimed these titles himself, 
for he took a very wide view of surgery, and once said 
that by the end of one’s training one should be able to 
perform all the operations of surgery. 

Of the many personal kindnesses which W. E. showed me, 
I shall always recall my arrival in Toronto on New Year’s 
Day, some twenty years ago, very junior and rather 
apprehensive, when the professor spent the morning taking 
me on a round of parties and introductions, looking as large 
as life in his coon coat and snow-shoes. Later, hardly 
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before I had started work, he insisted that If accompany 
his family and the Roscoe Grahams for a two weeks’ ski- 
ing holiday in -the Laurentians. This was no formal 
hospitality, for you were taken into their hearts and homes 
and taught to enjoy all the many sides of Canadian life. 
W.E. entered into everything with zest, whether it was 
surgery, university life, football, ice-hockey, or entertaining 
one with his special mint juleps. In his later years he 
took to salmon fishing with characteristic enthusiasm and 
success. Few of us will forget his last visit to England 
when, on his 75th birthday, he entertained the Gallie Club 
and many of his English friends and their wives to dinner at 
the Royal College of Surgeons. He said that it was one 
of the happiest days of his life, and I feel sure it was, for 
he was extremely proud of his English Fellowship and of 
his connexion with the College. He will be missed no less 
in England than in his own country. 
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PODOLA CASE IN COURT OF APPEAL 
[FROM ouR LEGAL CORRESPONDENT] 


On October 20 a full Court of Criminal Appeal delivered 
judgment giving reasons for dismissing on October 15 the 
appeal of Guenther Fritz Erwin Podola on a reference by 
the Home Secretary under Section 19a) of the Criminal 
Appeal Act, 1907 (The Times, October 21). A note on 
Podola’s conviction appeared here earlier (Journal, October 
3, p. 639). Under Section 19 of the Criminal Appeal 
Act, the Home Secretary may, without prejudice to the 
prerogative of mercy, on considering a petition for the 
exercise of that prerogative, refer a case in whole or in 
part to the Court of Criminal Appeal to be determined as 
if it were an appeal. 

At the trial, on the preliminary issue whether Podola 
was suffering from hysterical amnesia and had lost his 
memory of all events before July 17, the judge stated that 
it was for the defence to establish that the accused was unfit 
to plead, and that to discharge this burden it was sufficient 
if the defence could show, on a balance of probabilities, 
that he was unfit to stand his trial. The jury found, 
however, that Podola was not suffering from a genuine loss 
of memory. The question referred to the Court of Criminal 
Appeal by the Home Secretary was whether the onus of 
proof of unfitness to plead was on the defence, as the judge 
had directed, or on the prosecution. 

Court’s Jurisdiction 

The first question to be decided by the Court was whether 
it had jurisdiction to hear the appeal. The jurisdiction to 
hear and determine on a reference under Section 19(a) of 
the Act of 1907 is limited to cases in which the person 
convicted would have had a right under the Act to appeal. 
It was thought by many lawyers, including Podola’s advisers 
{and the opinion was also expressed in this column), that 
Podola himself had no right of appeal, for the Act gives 
leave to appeal only against conviction, and a finding that 
a prisoner is fit to plead is not a conviction. No doubt 
it was desirable that the Court should have jurisdiction to 
hear this appeal, and in fact the Court circumvented the 
difficulty. The Court held that if a convicted person 
appealed against his conviction on the ground that the 
hearing of the preliminary issue was open to objection for 
error in law, so that he should never have been tried on 
the substantive charge at all, the Court had jurisdiction 
to hear the appeal. In this case, Podola could have 
appealed against his conviction on the grounds that the jury 
had been misdirected on the preliminary point and that 
he should never have been tried at all. 


Onus of Proof 
The second question for the Court was to decide on 
whom lies the onus of proof of unfitness to plead (or 
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insanity) and the degree of proof required. The question of 
the accused's insanity may be raised by either the prosecution 
or the defence, and since there is generally-no conflict on 
the matter the issue of onus of proof is not a live one. The 
Court stated three principles to be followed in these cases: 

(1) In all cases in which a preliminary issue as to the accused 
person's sanity is raised, whether that issue is contested or not, 
the jury should be directed to consider the whole of the evidence 
and to answer the question: “Are you satisfied upon that 
evidence that the accused person is insane so that he cannot be 
tried upon the indictment ? ” 

This means that the degree of proof required is the same 
as that required to prove a criminal charge. 

(2) If the contention that the accused is insane is put forward 
by the defence and contested by the prosecution, there is a 
burden upon the defence of satisfying the jury of the accused's 
insanity; in such a case, as in other criminal cases in which the 
onus of proof rests upon the defence, the onus is discharged if 
the jury are satisfied on the balance of probabilities that the 
insanity has been made out. 

(3) Conversely, if the prosecution allege and the defence 
dispute insanity, there is a burden upon the prosecution of 
establishing it. 

As usually happens now in higher courts, the law on this 
point has been shaped by common sense, and a number of 
conflicting precedents overruled. The judge's direction was 
therefore upheld. 


Does Amnesia Prevent Pleading ? 

The third question to be decided by the Court was 
whether, if the loss of memory had been genuine, that 
would have made Podola unfit to plead to the indictment. 
The answer to this question lies in the interpretation of 
Section 2 of the Criminal Lunatics Act, 1800: 

“If any person indicted for any offence shall be insane, and 
shall upon arraignment be found so to be by a jury lawfully 
empanelled for that purpose, so that such person cannot be tried 
upon such indictment . . . it shall be lawful for the Court... 
to direct such finding to be recorded, and thereupon to order 
such person to be kept in strict custody until His Majesty's 
pleasure be known.” 

Podola in his defence had relied solely upon a hysterical 
amnesia preventing him from remembering events during 
the material period. He said that this prevented him giving 
proper instructions to his counsel. The class of persons 
“insane” and unable to be “tried upon such indictment” 
has been extended beyond those persons who are legally 
insane. It includes, for instance, the case of a deaf-mute 
unable to communicate by writing or by sign language. 
But the test applied concerned the state of mind of the 
accused at the trial itself, and was whether he was able 
to understand the proceedings and able to understand his 
right to challenge. This was the first plea of its kind 
concerning hysterical amnesia in England, but there was a 
case of a similar plea in Scotland in the case of Russell.’ 
The Court agreed with the decision in that case that loss of 
memory might be an important element in leading to the 
conclusion that the accused was insane. But, short of 
insanity, the only result of a finding of loss of memory was 
that the judge ought to warn the jury to take into 
consideration the fact that the accused could not remember 
the events. 

The Court refused to extend the meaning of the word 
“insane” in Section 2 of the Act of 1800 to include persons 
who are mentally normal at the time of hearing of 
proceedings against them and are capable of instructing 
their solicitors. 

Damages for Dermatitis—A female machine operator 
aged 36, who contracted dermatitis of her hands, was 
awarded £1,200 damages against her employers in Airdrie 
Sheriff Court. The Sheriff held that she had successfully 
proved that at the time the dermatitis developed there was 
often an inadequate supply of hot water at her place of 
work.—Scotsman, August 20. 


, * (1946) S.C. (J), 37. 
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Universities and Colleges 
UNIVERSITY OF OXFORD 

In Congregation on October 15 the degree of B.M. was conferred, 

in absence, on A. D. J. Farquharson and D. G. W. Cooper. 


UNIVERSITY OF CAMBRIDGE 

In Congregation on October 17 the following degrees were 
conferred : 

M.D.—*C. R. Leeson 

M.B., B.Cutr.—*D. D. Devine, *D. M. C. Forster. 

M.B.—*N. C. Barber, *M. T. Haslam, *E. N. Wardle, *J. M. Yong, 
V. C. Faber, K. I. Mackenzie. 

*By proxy. 
UNIVERSITY OF LONDON 

The following candidates have been approved at the examinations 
indicated : 

ACADEMIC POSTGRADUATE DiPpLOMA IN CLINICAL PaTHOLOGY.—V. 
Blackman, R. A. Custudio Lopez, P. W. Edmondson, P. Grasso, F. R 
Jones, W. N. Laing, A. S. Mohamed, H. Myint, S. Sivalingam, J. Suskin, 


S. P. Varma, B. MacM. Wadham, Don S. P. S. V. J. Wijesekera. 
DiptoMa IN CLINICAL PatHoLoGy.—P. F. A. Milner, Sanatkumar Mitra, 


Satyendralal Mitra 
UNIVERSITY OF WALES 
The following degrees were conferred in October: 
M.D.—W. H. Beasley 
M.Ch.—-L. P. Thomas, E. 
UNIVERSITY OF SHEFFIELD 
Dr. Anne E. Walker has been appointed full-time temporary 
Assistant. Lecturer in Therapeutics. 
Dr. H. R. Worth has resigned from the post of Deputy Medical 
Officer to the Student Health Service on his appointment as 
Student Health Medical Officer in the University of Aberdeen, 
ind Mr. B. N. Catchpole from the post of Lecturer in Surgery 
on his appointment as Reader in Surgery in the University of 


Adelaide. 


Meurig Williams 











Vital Statistics 


England and Wales in Third Quarter 


The live-birth rate was 16.3 per thousand population, the - 


highest for a September quarter since 1949, when it was 
16.6 In the comparable quarters of 1958 and 1957 it 
was 15.9. The death rate was 9.0 per thousand population, 
as compared with 9.3 and 9,7 in the September quarters of 
1958 and 1957. The infant mortality rate was 18.7 per 
thousand live births, a new low record. The previous 
lowest for this quarter was 20.1 recorded in 1956. The 
stillbirth rate was 20.3 per thousand live births and still- 
births ; in the corresponding quarter of 1958 the rate was 
21.5.—Registrar-General’s Weekly Return, No, 41, 1959. 


Graphs of Infectious Diseases 

The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during 
the years 1950-8 are shown thus ------ , the figures for 
1959 thus ————. Except for the curves showing notifica- 
tions in 1959, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 
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Deaths in 1958 
In England and Wales in 1958 the number of deaths 
from whooping-cough, 27, was the lowest ever recorded, 
while the number of deaths from cancer of the lung, 19,820, 
was the highest. Deaths from leukaemia and aleukaemia 
numbered 2,386. For the first time for many years they 
were slightly below the previous year’s total (2,394). 


Infectious Diseases 
Areas where numbers of notifications were high in the latest 
two weeks for which figures are available. 
Week Ending 


Measles Oct. 10 Oct. 17 
Staffordshire es 2 49 125 
Burton upon Trent C.B. sn - 12 49 
Tutbury R.D. 11 47 
Acute Poliomyelitis 
London : ve sie x. _ 6 3 
Staftordshire : s a ae 0 3 
West Bromwich C.B. ; si = 0 2 
Dysentery 
London im ees ve 48 37 
Berkshire = nea 26 19 
Bradfield R.D. 7 4 * 18 16 
Warwickshire ; pa we aint 30 34 
Coventry C.B. xen = a 18 22 
Nottinghamshire on — Seg 6 31 
Lancashire Ks — ie 115 101 
Liverpool C.B. oa ae aA 22 23 
Eccles M.B. _... sia ie ine 3 il 
Yorkshire East Riding an a 34 26 
Kingston upon Hull C.B. ... aa 25 10 
Haltemprice U.D. hee = net 8 16 
Yorkshire West Riding : eae 92 87 
Barnsley C.B. , ee 16 17 
Leeds C.B. ne " 3 aa 34 26 
Glasgow ee ai vee 172 195 
Paratyphoid Fever 
Caernarvonshire oe a “ 3 3 
Caernarvon M.B. ie ia 3 3 
Diphtheria 
London me sin maid = 0 4 
Islington a ie acs pee 0 4 
Food-poisoning 
Isle of Wight te at ns a 0 41 
Sandown-Shanklin U.D. ses 7 0 41 
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INFECTIOUS DISEASES AND VITAL STATISTICS 
Summary for British Isles for week ending October 10 
(No. 40) and corresponding weck 1958 














Figur ! ¢ " f the « nt s shown and London administrativ 
unty Figures deaths and births a f the whole of Eneland and 
Wales (Londor 1wliuded London Iministrat county, th 17 principal 
wn n Scotland, the 10 principal tow 1 Northern Ireland, and the 14 
principal towns in Eire 
\ ink mace denotes distase n notifiah r no return available 
The tat based on information supplicd by the Registrars-Gencral o 
England and Wales. Scotland, N. Ircland, and Eire. the Mnistry of Health 
md Local Government of N. Ircland, and the Departmen: of Health of Eire 
1959 1958 
CASES “3 a g “si g 
S c > = v = J = = v 
oF a &iZz wi ws a A 2 
Diphtheria 0 2 0 ! 5 4 0 0 > 
Dysentery $29 4% ve 6 ! 44) $i; 222 17 ! 
Encenhalit acute ; 0 0 3 1 ( 
Enteric fever 
Typhoid 2 1 0 1 1 0 0 0 
Paratyphoid 9 1 1(B) 0 17 5 0 11 0 6(B) 
(B) (B) 
Food-poisoning 230 M4 16 4 416 42 19 ! 
Infective enteritis or 
diarrhoea under 
2 years 29; $2 9 864i 
Measles* 822 v4 16 16 32 1,988 122 19 17 185 
Meningococcal in 
fection 23 0 6 ! ! 12 0 9 0 
Ophthalmia neon; 
torum 1¢ 2 10 0 25 3 5 0 
Pneumonia 219 16 147 ; 2 201 19, 121 9 
Poliomyelitis, acute 
Paralytic 19 4 0.) ' anf 53 rien . e 
Non-paraly tic 9 2 2f TL (16 25 at ' 
Puerperal fever§ 211 35 8 ! 207 19 12 0 
Scarlet fever 869; 45 127 is, 40 657 49 74 13 0 
Tuberculosis 
Respiratory 196 4) $3 12 494 46 91 17 
Non-respiratory S! 4 5 5 74 6 1S 2 
Whooping-cough 485 22 90 4' 71 S51 20 63 46 26 
1989 1958 
, — ay ‘ 
DEATHS Sid g at 4 
P's S 5 a 2 O's & € os 4 
» - 2 & = y = 
is al 4 Zit aS ond 4 7 ad 
Diphtheria 0 0 0 0 0 0 0 0 0 0 
Dysentery 0 0 0 0 0 0 
Encephalitis, acute ! 0 0 0 
Enteric fever 0 0 0 0 0 0 0 0 
Infective en‘eritis or 
diarrhoea under 
2? vears 9 0 0 0 0 } 0 0 ! 0 
Influenza ? ! 0 0 0 9 0 0 0 0 
Measles 0 0 0 0 0 0 0 0 
Meningococcal in 
lection 0 0 0 0 
Pneumonia 994 29 23 4 0 322 2¢ 21 9 3 
Poliomyelitis, acute ! 0 0 0 5 0 0 0 
Scarlet fever 0 0 0 0 0 0 0 0 
Tuberculosis 
Respiratory 56 ! 2 2 Si) as6liS 5 8 ! 4 
Non-respiratory i 1 OF olf 864 | | of 
Whooping-cough 0 0 0 0 0 1 0 0 0 0 
Deaths 0-1 year 285; 21 27 8; 12 302 0 44 4 10 
Deaths (excluding 
stillbirths) 8.414 650 534 114 148] 8,506 678. 554 110 134 
LIVE BIRTHS 14,274 1200 997) 297) 346 1 14,239/1161 1041; 226 319 
— _——|-—— _—> -\— -— — 
STILLBIRTHS 281 18| 24 341; 25) 29) 
i | | ' 








. raat ! | 
Measics not notifiable in Scotland. whence returns are approximate. 

t Includes primary and influenzal pneumonia 

§$ Includes puerperal pyrexia. 
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Fulbright Travel Grants 

The United States Educational Commission in the United 
Kingdom announces that, under the provisions of the 
Fulbright programme, travel grants for 1960-1 are 
available to citizens of the United Kingdom and dependent 
territories to go to the United States of America for 
academic or educational purposes, such as study, research, 
or lecturing. All awards are competitive and are made by 
the Board of Foreign Scholarships in Washington upon the 
recommendations of the Commission. Further details may 
be obtained from the Commission, 71, South Audley Street, 
London, W.1. 


Lalor Foundation 

For its programme of grants next year the Foundation 
offers awards in support of research on the fundamental 
biochemical and physiological mechanisms concerned with 
fertility and reproduction in various forms of life. The 
awards may range up to $8,000 a year, and they are 
designed primarily to assist younger academic research 
workers. A number of these awards may be granted to 
people from countries other than America, though usually 
with the proviso that the award-holder’s work shall be done 
in America. Details from the Lalor Foundation, 4400, 
Lancaster Pike, Wilmington, 5, Delaware, U.S.A. The 
closing date for applications is January 15, 1960. 


Royal College of Obstetricians and Gynaecologists 

At a meeting of Council on October 16 the following 
were admitted to the Membership: 

R. M. Apam, M. A. Austin, D. Buatracuaryya, S. Biswas, 
B. Brocu, A. A. Boutwoop, M. D. Cameron, A. P. 
CHAKRAVorTY, S. K. Cuar, D, Cuartes, S. K. CHAupuHuri, E. 
Cooper, J. D. Crowtey, I. J. DaLrympce, K. Dopesa. D. A. S. 
Evpie, E. J. Ester, J. M. Evans, W. D. Fraser, S. K. Guat, 
A. Gupta, J. D. Hentr, A. Herrior, B. J. H. INnsutt, C. 
KATHIRKAMANATHAN, Tye-Hin Lean, S. Lupert, R. H, LuMmer, 
R. R. Macponatp, K. McKee, H. McVey, S. K. MANpbaL, A. W. 
Maxwett, C. D. Moroney, K. Mukuerser, M. H. Murray, 
C. J. Barrincron Orr, O. M. Rampersaup, J. A. Riepev, J. G. 
Ropertson, M. L. Rosinson, D. W. A. Ropwe tt, N. N. R 
Cuownpuury, C. J. Ryan, J. M. Samson, S. A, SecicmMan, N. G. 
Steere, D. P. Grieve Stewart, R. H. Syrep, J. H. Taytor, G. 
Wave, P. A. Wacker, J. B. Wepanpe, C. R. Warrrtecp, and 
A. C. WILSON. 


Association of Anaesthetists of Great Britain and Ireland 

The Association held its annual meeting in Stratford-on- 
Avon on October 22 and 23. 

Among the 300 Fellows and Members present were anaesthetists 
from Denmark, Iran, Malaya, the Netherlands, Portugal, South 
Africa, Sweden, and the United States of America. On the first 
afternoon Dr. W. Grey WaLter delivered the second John Snow 
Memorial Lecture. At the annual dinner that evening the guest 
of honour was the DowaGer MARCHIONESS OF READING, who in 
a gracious and witty speech proposed the toast of the Association, 
to which the President, Dr. RONALD JARMAN, replied. The 
Immediate Past President, Professor Cectt Gray, proposed the 
health of the Guests, and Lieutenant-Colonel Sir ForpHim 
FLOWER responded to this toast. On Friday a serics of excellent 
papers were delivered, and the meeting concluded with an 
appropriate visit to the Shakespeare Memorial Theatre—* All's 
Well that Ends Well.” 


British Orthopaedic Association 

Mr. NorMAN CAPENER, presiding at the annual dinner o! 
the association in the Royal College of Surgeons on 
October 23, announced that Her Majesty Queen ELIzaBeTH, 
the Queen Mother, had graciously consented to become 
patron of the association. 

The Chancellor of the Exchequer, Mr. D. HearHcoatT AMORY 
was the chief guest of the evening, and he made an entertaining 
speech in proposing the health of the B.O.A. He praised in 
particular what orthopaedic surgery had done for children. He 
was sure that the association’s proposals for an efficient accident 
service for the country, which had been a topic for discussion 
during the day, would receive “ active’ consideration by 
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c nent departments. Mr. F. W. HoLpswortu proposed the 
0 f the guests and Mr. N. J. SKELHORN replied. 
Disabled Living Research Unit 

[he two-story Disabled Living Research Unit, a roofless 
no of which is shown here, is being built in the grounds 











of the Nuffield Orthopaedic Centre at Oxford, with a grant 


of £51.900 from the Nationai Fund for Poliomyelitis 
Research. 

it is designed to train disabled patients to overcome the 
hazards of everyday living, and will house 11 patients of both 
sexes, and a resident warden. There will be a day-training wing, 
two sleeping-wings, and a “ rehabilitation flat.” Information 
facilities will also be provided. When the unit is no longer 
needed for poliomyelitis patients, its training will be extended to 
those disabled by conditions such as rheumatoid arthritis, 
myasthenia gravis, and hemiplegia. 
Medical Research Council Travelling Fellowships 

The closing date for applications has been extended from 
October 31 to November 10. 
Leeds University 

An emeritus professorship has been conferred on Professor 
lr. TALMAGE Reap on his retirement from the chair of 
clinical dental surgery, and wardenship of the dental school 
ind hospital. Mr. E. P. Firron has been appointed to a 
lectureship in the department of anaesthetics. 
London University ; 

The title of professor of virology in the University of 
London has been conferred on Dr. Forrest Fulton in respect 
of his post at the London School of Hygiene and Tropical 
Medicine, and that of professor of epidemiology in the 
University of London on Dr. D. D. Rep in respect of 
his post at the London School of Hygiene and Tropical 
Medicine. 
Sheffield University 

Dr. J. A. Roper, Ph.D., has been appointed to the newly 
created chair of genetics. He took over the headship of 
the department of genetics on October 1 this year. Dr. 
J. L. Granam has been appointed assistant medical officer 
to the student health service. 
Society of Medical Officers of Health 

Dr. J. S. LoGaN has been installed as president of the 
Society in succession to Dr. J. A. STIRLING, 


Epsom College 
Sir Mites Tuomas has been elected president in 
succession to the late Lord Wess-JOHNSON. 


Paraplegic Empire Games 


Paraplegic Empire Games will be held immediately 
before the Empire Games in Perth in 1962. Details from 
Mr. G. M. Bepsrook, Paraplegic Unit, Shenton Park 


Annexe, Shenton Park, Perth, Western Australia. 


Church Missionary Society 


Dr. FLORENCE COLLIER has been appointed medical 


superintendent of the Society in succession to Dr. H. G. 
ANDERSON, who has retired. 
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COMING EVENTS 
Institute of Dermatology.—A semi-permanent exhibition 
on “Cosmetic Dermatitis” by Dr. C. D. CALNAN will be 


held from November 5 to 26. 

Burns Lecture.—Professor C. F. W. ILLINGworTH: 
“Some Surgical Contributions to the Physiology of 
Digestion,” Maurice Bloch Lecture Theatre, Royal Faculty 
of Physicians and Surgeons, 242, St. Vincent Street, 
Glasgow, C.2, November 4, 5 p.m. All medical practitioners 
may attend. 

Ileostomy Association of Great Britain—Meeting of 
London Division, November 7, 2.15 p.m., Great Hall, 
B.M.A. House, Tavistock Square. Details from Dr. C. E. 
DuKEs, 1, Queen Anne Street, London, W.1. 


“ Psychosomatic Medicine and Childbirth.”-—International 
congress, Paris, July, 1961. Details from Professor 
NorMAN Morris, Charing Cross Hospital Medical School, 
who will be pleased to hear from research workers in this 
field. 

Research Defence Society.-Stephen Paget Memorial 
Lecture, “ The Inevitability of Science,” by Professor Sir 
SOLLY ZUCKERMAN, F.R.S., November 17, 5.30 p.m., in the 
Physiology Lecture Theatre, University College, London, 
Gower Street, W.C.1. The Society’s annual general meeting 
will be held after the lecture. 


NEW ISSUES 
Journal of Clinical Pathology.—Issued six times yearly (£4 4s. 
annually). The new issue (Vol. 12, No. 5) includes: 


Brain CHANGES IN RUPTURED INTRACRANIAL ANEURYSM. B. E. Tomlinson. 

THe VALUE OF THE EXAMINATION OF THE CEREBROSPINAL FLUID IN THE 
DIAGNOSIS OF INTRACRANIAL TUMOURS. W. H. McMenemey and J. N. 
Cumings. 

THREE CASES OF INTRACRANIAL VASCULAR MALFORMATIONS IN INFANTS. B 
Corrin 

PseupO TUMOUR OF THE ORBIT AND POLYARTERITIS Noposa. E. W. Walton. 

MICROGYRIA AND CYTOMEGALIC INCLUSION DISEASE IN INFANCY. L. Crome 
and N. E. France. 

TRACHEOPATHIA OSTEOPLASTICA. D. A. L. Bowen. 

Tue INDIRECT HAEMAGGLUTINATION TeST IN DyYSENTERY CAUSED BY SHIGELLA 
SONNEI AND SHIGELLA FLEXNERI. J. Haviik, B. Kott, and V. Potuinik. 


A StmMPLe FILTer-PaPeR Disc MeTHOD FOR DETERMINING THE SENSITIVITY OF 


Myco,. TUBERCULOSIS. A. J. Oliver, J. Stainton, and P. J. Tayior. 

A COMPARISON OF THE SHEEP CELL AND LATEX AGGLUTINATION TESTS IN 
RHEUMATOID ARTHRITIS. V. L. Stcinberg, P. D. Roberts, and S. P 
Lock 

THe Srontricance OF Howett-Jot_y Bopres in Rep Cet Precursors. 
H. E. Hutchison and M. A. Ferguson-Smith. 

A HISTOCHEMICAL INVESTIGATION OF THE LEUCOCYTES IN KWASHIORKOR. 
J. J. Theron, V. Coctzee, and P. J. Pretorius. 

THe NAGLER REACTION IN PATHOLOGICAL SERA AND Its USE as A LIVER 
Function Test. John Perrin. 

THe ESTIMATION AND RECOVERY OF DEXTRAN SULPHATES IN BIOLOGICAL 
Fiuips. H. A. Ellis and K. W. Walton 

Gastric PROTEOLYSIS IN Disease—3. W. H. Taylor. 

THe PRESERVATION OF HUMAN BONE MARROW aT —79° C. 
R. E. Trotman. 

TECHNICAL METHODS: 

A STANDARD FOR THE DETERMINATION OF TOTAL PROTEIN AND GLOBULIN 
IN BroLocicaL Fiurps. F. Rappaport and N. Konforti. 

PERMANENT SICKLE CELL PREPARATIONS. P. Stenton. 

A TRIAL OF TABLET SUBSTITUTES FOR THE GREGERSEN Trst. J. E. Cullis. 

Book Reviews 


D. E. Pegg and 


Journal of Neurology, Neurosurgery and Psychiatry.—Issued 


quarterly (£3 annually). The new issue (Vol. 22, No. 3) includes: 
Memories OF HUGH CAIRNS. 


Sir Geoffrey Jefferson. 

CHANGES IN HUMAN MUSCLES AFTER PERMANENT TENOTOMY. 
and J. O. Lavarack 

THE RANGE OF CONDUCTION VELOCITY IN NORMAL MOTOR NERVE FIBRES TO 
THE SMALL MUSCLES OF THE HAND AND Foot. P. K. Thomas, T. A. 
Sears, and R. W. Gilliatt 

A CLINICAL AND EXPERIMENTAL STUDY OF THE EFFECTS OF EXERCISE ON 
Motor WEAKNESS IN NeuROLOGICAL Disease. J. A. R. Lenman. 

A CASE OF SPONTANEOUS DISSECTING ANEURYSM OF THE INTERNAL CAROTID 
ARTERY. R. McD. Anderson and M. M. Schechter 

RupTuRED PosTeRIoR FOSSA ANEURYSMS AND THEIR SURGICAL TREATMENT. 
Helen Dimsdale and Valentine Loguc 

Tut ASSOCIATION OF CEREBRAL ANGIOMAS WITH INTRACRANIAL ANEURYSMS. 
J. S. Boyd-Wilson 

CONGENITAL ARTERIOVENOUS 


S. Sunderland 


FISTULA WITH ANEURYSM OF THE GREAT 


CeREBRAL VEIN AND HYDROCEPHALUS TREATED SURGICALLY James B. 
Gibson, Alexander R. Taylor, and Alan E. Richardson ’ 
TRAUMATIC THROMBOSIS OF THE INTERNAL CarOTID Artery. T. D. R. 


Hockaday. 

CLINICAL AND ELECTROENCEPHALOGRAPHIC INVESTIGATIONS IN MYOCLONIC 
CEREBELLAR DyssyNeraia. A. Kreindler, E. Crighel, and I. Poilici. 

Is Lumsar PUNCTURE HARMFUL IN MULTPLE SCLEROSIS ? Kurt Schapira. 

SLOWNESS IN SCHIZOPHRENIA. Arthur Harris and Maryse Metcalfe 

THe Use or aN Onsect SortinG Test IN ELUCIDATING THE HEREDITARY 
Factor in ScHIzopHRENIA. N. McConaghy 

A CLINICAL AND BIOCHEMICAL STUDY OF A TRIAL OF IPRONIAZID IN THE 
TREATMENT OF Depression. C. M. B. Pare and M. Sandler. 

\ CEREBROSPINAL FLUID BaNK. Llarold C. Voris and Peter J. Talso 

Book REVIEWS. 
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Thorax.—Issued quarterly (£3 annually). The new issue 
(Vol. 14, No. 5) includes: 


VASCULAR COMPRESSION OF THE TRACHEA AND OFSOPHAGUS 
Edwards 

TRACHEAL EXTENSION IN ResPiIRATION. R. S. Harris. 

A ReView OF THE TREATMENT OF CARDIOSPASM. Kingsley Lawrance and 
John H. Shoesmith. 

PATTERNS OF DistuRBED LUNG FUNCTION IN PATIENTS WITH EMPHYSEMATOUS 
BuLtae. Colin Ogilvie and Mary Catterall! 

A COMPARISON OF EXPIRATORY AND INSPIRATORY FLOW RATES IN HEALTH AND 
In CHronic PuLMONARY Disease. R. S. McNeill, G. D. Malcolm, and 
W. Rhind Brown. 

SUCCESSFUL REMOVAL OF A MYXOMA OF THE Lert Atrium. J, Leigh Collis 
and N. J. Shah. 

THe Deriprination SYNDROME ARISING DuRING MITRAL VALVOTOMY. 
G. I. C. Ingram and C. V. Mann 

VENTILATORY Cost oF Exercise Berore aND AFTER MITRAL VALVOTOMY 

P. P. Stock and M. C. S. Kennedy 

CYANOSIS AS A GUIDE TO ARTERIAL OXYGEN DesatTuraTiOon. W. E. Medd, 
E. B. French, and V. McA. Wyllie 

A TRIAL oF tHe Direct MeTHop FoR DeTERMINING THE TENSIONS OF O>? 
AND CO? IN BLoop. S. J. G. Semple and I. Maureen Young. 

ConoentTaL Lopan Empnysema. P. G. I. Stovin 

PULMONARY ALVEOLAR Microtiruiasis. M. Abdel-Hakim, S. El-Mallah, M. 
Hashem, and S. Abdel-Halim 


Abstracts of World Medicine.—Issued in the first week of 
each month, this journal contains abstracts of important papers 
selected from the current medical literature of the world. Annual 
subscription, £4 4s. 


F. Ronald 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned 


Monday, November 2 

Guy's Hospitrat.—At Physiology Lecture Theatre, 5.15 p.m., endocrine 
demonstration: Panhypopituitarism 

Marieoroucn Day Hospitat.—8.15 p.m., Miss D. M. Fletcher: Work of 
the London Probation Service 

PosTarRaDUATE Mepicat Scnoo. or LONDON.—4 p.m., Dr. B. Ackner: 
Psychosomatic Misconceptions 

St. Anprews Untverstry.—At Demonstration Room, Department of 
Medicine, 4 p.m., Professor A. C. Lendrum: Vascular Damage in the 
Pulmonary Circulation. 


Tuesday, November 3 

Baitisnh PostGrapuate Mepicat Feperation.—-At London School of Hygiene 
and Tropical Medicine, 5.30 p.m., Dr. J. M. Mitchison: Life Cycle of 
Growing Cells 

Fountain Hospitat.—-5.30 p.m., subject Mental Subnormality and 
Hormonal Disorder. Dr. G. R. Fraser: Some Aspects of Cretinism : 
Dr. B. W. Richards and Mr. A. Rundle, B.Sc.: Familial Hormonal 
Disorder Associated with Mental Deficiency, Deaf Mutism, and Ataxia. 

Group FOR THE REPRESENTATION OF THE Views OF CLINICAL PSYCHIATRISTS. 
-At Rygate Rooms, Tavistock House North, Tavistock Square, London, 
W.C., 5.30 p.m 

INSTITUTE OF DermMaToOLoGy.—5.30 p.m., Dr. A. M. Jelliffe: Local Treatment 
with Radioactive Isotopes. 

Leeps Nevro.tooicat Sciences Cottoguium, 1959-60.—At Littlewood Hall, 
General Infirmary at Leeds, 5.15 p.m., Professor C. E. Lumsden: 
Functions of the Glia. 

@Liverroot University: Department OF Extra-mMuRAL STUDIFS.—At 
Medical School, Ashton Street, 7.30 p.m., Dr. G. F. Somers: Develop- 
ment, Actions, and Relative Merits of Analgesic Drugs 

Postorapuate Mepicat Scnoot or LONDON.-—4 p.m., Dr. E. H. Belcher: 
Detection and Measurement of Radiation and Radioisotopes—IlI. 

Roya Army Mevicat Couitece.—S5 p.m., Dr. E. R. Cullinan. 

St. Mary's Hosprrat Mepicat Scnoot At Wright-Fleming Institute, 
5 p.m., Dr. C. H. Edwards: Neurological Complications of Pregnancy, 
Labour, and Puerperium 


Wednesday, November 4 

Assurance Mepicat Soctety.—At Medica! Society of London, 5 p.m., Dr 
P. M * Bishop: Recent Advances in Endocrine Therapy and their 
Influence on the Prognosis of Endocrine Disease 

INSTITUTE OF DerRMaTOLOGy.—5.30 p.m., Dr. R. W. Riddell: Laboratory 
Diagnosis of Fungous Infection 

INSTITUTE OF DISEASES OF THE CHEST 
Types of Emphysema 

INSTITUTE OF Urotogy.—At Royal College of Surgeons of England, 5 p.m.. 
guest lecture by Mr. Wm. S. Mack: Klinefelter’s Syndrome and Other 
Genetic Effects 

Miptanp Mepticat Soctrty.—-8.15 p.m., Mr. Hedley Atkins: A Critical 
Review of Treatment of Carcinoma of the Breast 

NORTH-WESTERN THORACIC SOCIETY At Aintree Hospital, Liverpool, 5 p.m., 
Dr. T. Lloyd Hughes: Clinical Findings of the M.M.R. Campaign in 
Liverpoo! ; Mr. J. Dark and Dr. Pemberton: 1,000 Bronchoscopics 

PosToRADUATE Mepicat Scnoot oF LONDON 2 p.m., Dr. S. C. Frazer 
Acid-base Metabolism 

Roya COLLEGE OF PHYSICIANS OF EDINSURGH.--5 p.m., John Matheson 
Shaw Lecture by Sir Kenneth Cowan: Climate of Health. 

Roya Coitece or SurGrons or ENGLAND: INsTITUTE oF UroLocy.—At 
Royal College of Surgeons of England, 5 p.m., Urology Lecture by Mr 
W. S. Mack: Klinefelter’s Syndrome and other Genetic Defects. Medical 
practitioners are invited 

Rovyat Instirure or Puntic HeattH anp Hyatenr.—3.30 p.m., Dr. A. H 
Humphry Australian Aborigine and the Flying Public Health Doctor 


p.m., Dr. Lynne Reid: Some 


(illustrated) 
St ANDREWS UNIVERSITY At Demonstration Room, Department of 
Medicine, 2.30 p.m., Dr. R. S. McNeill: Pulmonary Ventilation and 


Perfusion in Health and Disease 


Thursday, November 5 

BRITISH POSTGRADUATE MEDICAL FEDERATION At London Schoo! of Hygiene 
and =Tropical Medicine, 5.30 p.m., Professor G. Pontecorvo, F.R.S.: 
Genetic Analysis via Somatic Cells 

INSTITUTE OF NEUROLOGY 5 p.m., Professor O. L Zanewill Sensory 
Deprivation in Animals and Man 


MEDICAL NEWS 





LiverPOOL MEDICAL INSTITUTION.—8 p.m., Dr. J. D. Blainey: Diagnosis 
and Management of Pyelonephritis. 

LONDON UNIVeRSITY.—At Royal Society of Medicine, 5 p.m., Semon Lecture 
by Professor Victor Lambert: Malignant Disease of the Post-nasal Space. 

POSTGRADUATE MEDICAL ScHooL OF LONDON.—4 p.m., Dr. T. Alper, Dr. M. 
Ebert, and Dr. R. H. Thomlinson: Biological Effects of Radiation— 
General Survey. 

ROYAL COLLEGE OF PHYSICIANS OF LONDON.—5S p.m., Bradshaw Lecture by 
Dr. Alan Kekwick: On Adiposity. 

ROYAL COLLEGE OF SURGEONS OF ENGLAND.—S p.m., Hunterian Lecture by 
Professor H. W. Burge: Vagal Nerve Section in Chronic Duodenal 
Ulceration. 

Royat Eye Hosprrat.—3.30 p.m., Dr. T. H. Whittington: Some Factors in 
the Formation of the Images. 

Roya Soctery.—4.30 p.m., Professor A. V. Hill, F.R.S., and Dr. J. V. 
Howarth: Reversal of Chemical Reactions in Contracting Muscle during 
an Applied Stretch. 

Royat Society or Heatt#.—At Assembly Hall, College of Technology, 
Howard Street, Rotherham, 10.15 a.m., symposium on Mental Health by 
Dr. R. J. Donaldson, Dr. V. Ainsworth, and Dr. F. J. S. Esher. 

St. Georce’s Hospitat Mepicat Scnoo..—S p.m., Dr. Maurice Partridge: 
demonstration in psychiatry. 

Universtry CoLteGe LONDON: DEPARTMENT OF BIOCHEMISTRY.—At 
Physiology Theatre, Gower Street, W.C., 5 p.m., public lecture by Dr. 
P. N. Campbell: Synthesis of Protein by the Cytoplasmic Components of 
Animal Cells—{I) Experimental Approaches to the Study of the Synthesis 
of Specific Proteins by Cell-free Systems. 


Friday, November 6 

@INstiTuTe oF DermaTto.tocy.—5.30 p.m., Dr. S. C. Gold: clinical 
demonstration. 

INSTITUTE OF DISEASES OF THE CHEST.—5S p.m., Dr. N. Lloyd Rusby: 
clinical demonstration. 

INSTITUTION OF ELECTRICAL ENGINEERS: Mepicat EvLecrronics Discussion 
Group.—At Savoy Place, W.C., 5.30 for 6 p.m., discussion to be opened 
by Dr. H. G. Epstein and Mr. E. J. Steadman, B.Sc.: Electronic and 
X-ray Equipment for Explosive Atmospheres. 

PosTORADUATE Mepicat ScHoo. or LONpoN.—{1) 10 a.m., Professor R. 
Barnes: Cartilagenous Tumours of Bone. (2) 4 p.m., Dr. D. Hunter: 
Mistakes in Diagnosis. 

Society oF CuHemicat INpusTRY: Fine CHemicats Group.—At 14, Belgrave 
Square, S.W., 6.30 p.m., Dr C. L. Weedon: Electrolytic Methods in 
Preparative Organic Chemistry. 


Saturday, November 7 

ILEOSTOMY ASSOCIATION OF Great Britatn.—At Great Hall, B.M.A. House, 
2.15 p.m., meeting of London Division. Miss May Windsor: Ileostomy 
Association and the Hospitals. 

MIDLAND THORACIC SocieTy.—At Birmingham Medical Institute, 3 p.m., 
Dr. D. A. Williams: Allergy and Asthma 


Sunday, November 8 

MANCHESTER UNIVERSITY: FACULTY OF MEDICINE AND COLLEGE OF GENERAL 
PRACTITIONERS: NorTH-west ENGLAND Facutty.—At Theatre 1, Clinical 
Sciences Building, York Place, 11 a.m., Professor W. I. C. Morris: 
Obstetrics. 


APPOINTMENTS 


Burne, Brian H., M.R.C.S., L.R.C.P., D.P.H., Senior Assistant County 
Medical Officer, Buckinghamshire County Council. 

SOUTH-WESTERN ReGronaL Hosprrat Boarp.—R. H. Anderson, M.B., B.S., 
Registrar in General Surgery, Truro; H. T. Ap Simon, M.B., Ch.B., 
D.Obst.R.C.0.G., Registrar in General Medicine, Frenchay Hospital, 
Bristol! ; Sheila M. Eades, M.B., B.S., Registrar in Paediatrics, South Devon 
and East Cornwall Hospital, Plymouth; G. T. Goodey, M.B., B.S., 
D.Obst.R.C.0.G., Registrar in Obstetrics and Gynaecology, Royal Devon 
and Exeter Hospital; J. O. Jones, M.B., Ch.B., Registrar in Psychiatry, 
Moorhaven Hospital, Plymouth ; N. Mishra, M.M.F.(Calcutta), D.T.M.&H.., 
Registrar in Diseases of the Chest, Bristol ; T. L. Bradbeer, M.B., F.R.CS.., 
D.L.O., Consultant Ear, Nose, and Throat Surgeon to the Devon and 
Exeter Clinical Area ; D. L. Walker, M.D., D.P.M., Consultant Psychiatrist / 
Medical Superintendent, Horton Road and Coney Hill Group of Hospitals ; 
Mary M. Weeks, M.B., Qh.B., Assistant Geriatrician to the West Cornwall 
Clinical Area; T. W. Lioyd, D.M., M.R.C.P., Consultant Physician/ 
Geriatrician to the North Gloucestershire Clinical Area. 





BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 

Ellis.—On October 22, 1959, at the Radcliffe Infirmary, Oxford, to Wendy, 
wife of Harold Ellis, M.Ch., F.R.C.S., a son—Jonathan Richard. 

Pavillard.—On October 22, 1959, at the Chelsea Hospital for Women, 
London, S.W., to Irene (formerly Templeton). wife of Dr. Stanley S 
Pavillard, M.B.E., D.T.M.&H., of Las Palmas, Canary Islands, a sister 
for Linda and Anita—Sandra Maria. 

Pinkerton.—On October 9, 1959, at 147, Kenton Lane, Newcastle upon 
Tyne, to Norma (formerly Russell), and Myre C. Pinkerton, F.R.C.S.Ed 
a daughter—Claire Louise. 

Woods.—On September 22, 1959, at the Jessop Hospital, Sheffield. to 
Sheila (formerly Costello) and Gilbert Woods, twin daughters. 


DEATHS 
Aldridge.—On October 5, 1959, at Wardens Wood, De Maulley Road 


Canford Cliffs, Bournemouth, Hants, Frederick James Aldridge, B.M., 


B.Ch. 

Barua.—On October 7, 1959, at St. Bartholomew's Hospital, London, E.C 
Ganga Prasad Barua, M.B., D.O.M.S 

Bishop.—On October 5, 1959, at Folkestone, Kent, Michael Henry Hamil- 
ton Bishop, M.B., B.Chir., of Derby, aged 32. 
Goode.—On October 4, 1959, Henry Norman Goode, M.C., M.B 
F.R.C.S.Ed., D.P.H., of Clifton, Totland Bay, Isle of Wight, 
Israel.—On October 9, 1959, William James Israc!, M.D., of 30, Gr 
croft Gardens, London, N.W., aged 77. 

Morgan.—On October 3, 1959, at the Postgraduate Hospital. Hammer: 
smith, London, W., Clifford Jones Morgan, M.B., B.S.. of “ Isgraiz. 
Conway, Caerns, aged 34. 
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Any Questions ? 





We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Radioactivity of Potassium Fertilizers 


Q.—What is the radioactivity of potassium fertilizers, and 
has it any effect on livestock and man ? 


4.—Natural potassium contains 0.0118% of the isotope 
K, which is radioactive and has a half-life of 1.3 x 10° 
It has therefore been present in tissue since the 
beginning of biological time. Potassium is an essential 
element of both animal and vegetable tissue. The average 
man contains about 150 g., and the radioactive isotope 
contributes a radiation-dose to tissue of about 0.1 m.-rad 
per day. The biological effects of this minute dose have not 
been measured, but it can be deduced that it will have a 
minor role in causing variability of cells. This variability 
in the germ-line permits evolution ; in the somatic cells it 
has been suggested but not proved to be one of the 
causative factors in neoplasia. Vegetation will not flourish 
without an optimal amount of potassium. Potassium 
fertilizers correct the deficiencies of many soils. In the 
present state of economy it is not possible to rectify the 
deficiency without adding the radioactive component. 


years. 


One Kidney in the Tropics 


Q.-—A child had one kidney and the adrenal removed for 
what was thought to be a tumour but was shown to be a 
yst of the adrenal with haemorrhage. The parents now 
wish to take the child to the tropics. Is this advisable, and, 
f so, should any special precautions be taken? The child 
s otherwise healthy. 


4.-Assuming that the other adrenal gland is normal, 
there is no reason why it should not hypertrophy sufficiently 
to deal with the body’s needs. The same is true of the 
remaining kidney. Plenty of fluids and a generous salt- 
intake are probably desirable precautions in the tropics, but 
steroid supplements should not be necessary and are best 
avoided unless clear evidence of a need for them develops. 
Ability of the child to excrete 70% or more of a water load 
within four hours would be useful though not conclusive 
evidence of adequate renal and adrenal function. 


Antibiotic Sensitivity Tests 

Q.—What is the value of routine in vitro bacterial anti- 
hiotic sensitivity tests ? 

A.—Many antibiotic sensitivity tests performed in 
diagnostic laboratories are useless because the material 
examined is from a trivial infection not requiring antibiotic 
treatment. They can also be useless or positively misleading 
f the material has a varied flora in which the causative 
organism, if present at all, is not identified. 

Granting that the infection merits antibiotic treatment, and 
that its cause is correctly identified, much depends on how 
the test is done. There are several methods of doing it, 
and the results of each are affected to a degree varying very 
much with the antibiotic concerned, by such factors as the 
PH of the medium and the size of the inoculum. Elementary 
errors are not unknown, the commonest being the use of 
antibiotic solutions which have deteriorated, or disks the 
content of which is not as stated. In these and other ways 
the value of an otherwise significant test may be diminished 
or lost. 

If the test is correctly done and interpreted its value is 
indisputable. Of course, some patients recover despite 
treatment with an antibiotic to which the organism is 
resistant, not because the antibiotic has cured them but 
because infections have a natural tendency to resolve. 


ANY QUESTIONS ? 


. diabetes are agreed on the importance of diet. 
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Likewise some patients fail to recover despite the sensitivity 
of the organism, either because it has become resistant or 
been replaced by another, or more often because some other 
factor militates against success. Nevertheless the correlation 
between the results of sensitivity tests and of treatment has 
been shown in many studies to be reasonably close. The 
infections in which such tests are most important are 
tuberculosis and those due to staphylococci and various 
coliform bacilli: these organisms are all apt to be resistant 
to antibiotics which would be a natural first choice, and, 
when they are, treatment with these is fruitless. 


Ophthalmoplegia without Iridoplegia 

Q.—Is it true to say that the various parts of the nucleus 
of the third cranial nerve are supplied from at least two 
sources—the basilar artery and the posterior cerebral 
artery? I am trying to account for a complete external 
ophthalmoplegia but without iridoplegia, and it occurred to 
me that perhaps it could be explained on the basis of 
differential blood supply. 


A,—It is thought that the caudal part of the nucleus of 
the third nerve, together with the nuclei of the fourth and 
sixth nerves, receives its blood supply from the pontine 
branches of the basilar artery, while the remainder of the 
third nerve nucleus is supplied by the postero-medial set of 
central branches of the posterior cerebral artery. 

When a complete external ophthalmoplegia without 
iridoplegia occurs the usual cause is a disorder affecting 
either the neuromuscular junction or the external ocular 
muscles, myasthenia gravis and ocular myopathy being the 
most probable pathological processes. 


Diet and Diabetes 


Q.—Is diet important in the treatment of diabetes 
mellitus? If so, what are the principles of it? Have the 
perils of a free diet been exaggerated in the past ? 

A.—The majority of those engaged in the treatment of 
In over- 
weight patients the object is to reduce weight, and the diet 
should therefore be of low calorie value and restricted 
carbohydrate content. In more severe cases of diabetes 
which require insulin the diet should be adapted to the age, 
energy requirements, and appetite of the patient. The 
carbohydrate content may be moderate (150 g.) or high 
(250 g.) according to circumstances, but should be kept 
constant; protein and fat may be allowed in unlimited 
amounts provided that the patient is not overweight. On 
any given dose of insulin stability of control can be 
achieved only if the intake of carbohydrate is relatively 
constant, wide fluctuations resulting in hyper- or hypo- 
glycaemia. The dangers of hypoglycaemia are obvious, and 
there is increasing evidence that uncontrolled hyper- 
glycaemia favours the onset and progression of the 
complications of the disease. A recent trial of free dieting 
at Edinburgh Royal Infirmary strongly supported this view. 


Antisyphilitic Treatment in Pregnancy 


Q.—A woman aged 35, four months pregnant, had a 
syphilitic infection which resulted in abortions in her first 
two pregnancies. She had treatment with penicillin and 
bismuth in her third pregnancy and had a live child with 
weakly pasitive blood which gradually became negative 
without treatment. The patient's last W.R. a year ago was 
still positive, but there is no clinical evidence of infection. 
Would a course of penicillin now be adequate in the present 
pregnancy ? 

A.—In this country it is customary to give an additional 
course of antisyphilitic treatment in any subsequent 
pregnancy to a woman who has been treated for syphilis, 
although there is evidence from the United States that this 
is an unnecessary precaution in the great majority of cases. 
In this case it would be sufficient to give one course of 
treatment early in the pregnancy, and a dose of 600,000 
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units of procaine penicillin daily for 10 days should be 
idequate. It can be confidently anticipated that the child 
will not be syphilitic 

The fact that the blood Wassermann reaction remains 
positive in the mother does not necessarily mean that her 
treatment has been inadequate, especially if her infection is 
of long standing. She certainly requires full investigation, 
including tests of the cerebrospinal fluid if these have not 
been done, but further investigation other than clinical 
examination might reasonably be postponed until after 
delivery. The possibility of reinfection should not be 
overlooked and the husband should be examined and tested 


Chromium Dust 


Q.--What are the ill effects on health of inhaling fine. 
chromium-containing dust from polishing steel plates by 
means of abrasive belts (emery and chalk powder)? What 
can be done to avoid ill effects if any 


A. -The chromium in the dust must be in a very fine 
state of subdivision The concentration and the valency 
of the chromium present are not stated. If the chromium is 
in hexavalent form, chrome ulceration of the nasal septum 
might occur. Local exhaust ventilation to trap the dust at 
source would be the best method of avoiding ill effects. As 
in alternative, some form of mask should be worn, and, 
since the dust is very fine, a micro-filter or similar mask 
would be the most suitable 


Trichlorethylene and Adrenaline 


Q.--It is stated that trichlorethylene must not be used 
with adrenaline. Is it safe to use lignocaine with adrenaline 
for delivery after giving trichlorethylene in the second 
labour ? If not, would you advise using 


lienocaine without adrenaline ? 


slag of 


A.--It is true that inhalation of trichlorethylene unde 
certain circumstances has apparently stopped the heart 
though no case has been reported in midwifery while a 
standard trichlorethylene inhaler for analgesia was being 
used. There is littlhe danger in using adrenaline in 
appropriately dilute solution (at least as regards the action 
on the heart) with a perineal or pudendal nerve block if 
trichlorethylene has previously been used for analgesia, but 
it is certainly advisable not to use it if trichlorethylene 
analgesia is to be used at the same time. There is, however. 
no need to use adrenaline, since the “safe” dose, 40-50 
ml., of 0.5% plain lignocaine is adequate for the nerve 
blocks cited 
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First Cousins Once Removed 
Q. { woman, aged 23, intends to marry her father's 
There is no particular 
Are there any 


maternal first cousin, aged 41 
familial disease recalled on either side. 
genetic hazards ? 

A.—-The relationship here is first cousin once removed 
The risk to children would be about one half of the risk to 
the children of first cousins. First cousins have, on the 
average, 1 in 8 of their genes in common, and first cousins 
once removed | in 16. 

Estimates of the risks to children of first cousins are now 
available from Sweden, France, Japan, and the U.S.A. In 
general the risk of illness in infancy or childhood is 
increased by rather more than 100° For first cousins 
once removed the risks would be an increase of 50 to 75 
But the risk would still be small. 

There is no reason to dissuade the couple, apart from 
telling them of the small increase in the risk of illness and 
malformation. Further, they should be told that if they 
do lose a child they should not assume that it is because 
of their relationship, but that they should get advice on this. 


ANY QUESTIONS ”? 


Britis 
Mepicat JouRNal 


Renal Threshold for Glucose in Pregnancy 


Q.—Is a low renal threshold for glucose more common 
in’ pregnant than in other women? Is it of any 
significance when found in pregnant women ? 


A.—There is good evidence that the renal threshold for 
glucose is lowered during pregnancy. The amount of 
glucose lost in the urine is small, and in most cases the 
low renal threshold is of little significance. In pregnant 
diabetics it complicates the control of the diabetes ; frequent 
estimations of the blood sugar may be needed and there is 
increased susceptibility to diabetic ketosis. An interesting 
study of glycosuria and lactosuria in pregnancy was 
presented by Flynn, Harper, and de Mayo.' 
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Delayed Reaction to Penicillin 


Q.—A child had a course of intramuscular penicillin 
which finished on January 27, and on March 13 he 
developed a generalized urticarial rash. Could it have been 
a delayed reaction to penicillin ? 

A.—It is possible, but unlikely, that the urticarial rash 
was due to penicillin, since the penicillin injections finished 
just over six weeks before the onset of the rash. It is the 
general experience that a delayed reaction to penicillin 
usually occurs 7 to 12 days after the sensitizing dose. 
Hansel' records that it may be delayed as long as three 
weeks, and Feinberg et al.? say as long as four weeks, but 
Brown’ states that in rare cases the urticaria did not appear 
until 60 days after penicillin treatment had ceased. 
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Corrections.—We much regret that in our report of the 
proceedings of the Section of Tropical Medicine at the B.M.A. 
Annual Meeting in Edinburgh we wrongly reported Professor 
B. G. MAgGRAITH as stating, “‘ Whether it was worth treating 
benign tertian malaria had to be decided on individual merits ™ 
(Journal, September 26, p. 570). What we should have said was, 
“Whether it was worth trying to produce radical cure of benign 
tertian malaria had to be decided on individual merits.” 


It is the British Diabetic Association which is to form a medical 
section in this country, and not the International Diabetics 
Federation as stated in the issue of October 10, p. 680. 
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